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AMENDMENTS TO THE SPECIFICATION 



Please replace paragraph [0006] with the following amended paragraph: 

[0006] In one of its composition aspects, this invention is directed to a compound of formula (I): 




(i) 



wherein: 

R 1 is alkyl; 

R 2 and R 3 are independently H, alkyl, hydroxy, fluoro, or cyanoalkyl or one of 
R 2 and R 3 is =NOR 7 and the other is absent, or one of R 2 and R 3 is =CH 2 and the other is 
absent, with the provisos that both R 2 and R 3 are not H; when one of R 2 and R 3 is fluoro, 
the other is not hydrogen or hydroxy; and when one of R 2 and R 3 is hydroxy, the other is 
not fluoro, hydrogen, or hydroxy; 

R 6 is selected from the group consisting of H, alkyl, hydroxyalkyl, 
-C(0)0-alkylene-cycloalkyl, -C(0)0-alkylene-substituted cycloalkyl, -C(0)0-alkyl, 
-C(0)0-substituted alkyl, -C(0)0-aryl, -C(0)0-substituted aryl, -C(0)0-heteroaryl, 
-C(0)0-substituted heteroaryl, -[C(0)0] p -alkylene-heterocycle, -[C(0)0] p -alkylene- 
substituted heterocycle, wherein p is 0 or 1 ; 

R 7 isHor alkyl; 

R 9 , which can be singly or multiply substituted in the ring on the same or 
different carbons, is independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, alkoxy, substituted alkoxy, alkoxyalkoxy, cycloalkyl, substituted 
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cycloalkyl, substituted oxygen, substituted nitrogen, halogen, phenyl, substituted phenyl, - 
(CH 2 ) n -OH, -(CH 2 ) n -NR 4 R 5 , -alkylene-R a where R a is selected from monofluorophenyl 
and monochlorophenyl, and branched chain isomers thereof wherein n is an integer of 
from 1 to 8 inclusive and R 4 and R 5 are H or alkyl; and 
m is 0, 1, 2 or 3; and 
prodrugs, tautomers or pharmaceutically acceptable salts thereof; 
with the proviso that the compound of formula I has a minimum inhibition concentration of 
32 ^g/mL or less against at least one of the organisms selected from the group consisting of 
Streptococcus pneumoniae, Staphylococcus aureus, Staphylococcus epidermidis, Enterococcus 
faecalis, Enterococcus faecium, Haemophilus influenzae, Moraxella catarrhalis, Escherichia coli, 
Bacteroides fragilis, Bacteroides thetaiotaomicron, and Clostridium difficile. 

Please replace paragraph [0010] with the following amended paragraph: 

[0010] In one embodiment, each R 9 is independently selected from the group consisting of 
hydrog e n, alkyl, substituted alkyl, alkoxyalkoxy, cycloalkyl, cycloalkylalkyl, substituted cycloalkyl, 
substituted oxygen, substituted nitrogen, halogen, phenyl, substituted phenyl, -(CH 2 ) n -OH, -(CH 2 ) n - 
NR 4 R 5 , -alkylene-R a where R a is selected from monofluorophenyl and monochlorophenyl, and 
branched chain isomers thereof wherein n is an integer of from 1 to 8 inclusive and R 4 and R 5 are H 
or alkyl. 

Please replace paragraph [0012] with the following amended paragraph: 

[0012] In a preferred embodiment, each R 9 is independently selected from the group consisting 
of halogen, alkyl, substituted alkyl, alkoxy, alkoxyalkoxy, substituted alkoxy, and cycloalkyl. In 
another preferred embodiment, each R 9 is independently selected from the group consisting of [[H,]] 
alkyl, and substituted alkyl. 

Please replace paragraph [0022] with the following amended paragraph: 
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[0022] In a preferred embodiment, this invention provides compounds of formula (II) 




(ID 



wherein: 

R 1 is alkyl; 

R 2 and R 3 are independently H, alkyl, or cyanoalkyl, with the proviso that both 
R 2 and R 3 are not H; 

R 6 is H, alkyl, or hydroxyalkyl; 

R 9 , which can be singly or multiply substituted in the ring on the same or 
different carbons, is independently selected from the group consisting of hydrog e n, alkyl, 
substituted alkyl, alkoxyalkoxy, cycloalkyl, substituted cycloalkyl, substituted oxygen, 
substituted nitrogen, halogen, phenyl, substituted phenyl, -(CH2) n -OH, -(CH 2 ) n -NR 4 R 5 , - 
alkylene-R a where R a is selected from monofluorophenyl and monochlorophenyl, and 
branched chain isomers thereof wherein n is an integer of from 1 to 8 inclusive and R 4 and 
R 5 are H or alkyl; and 

m is 1 or 2; and 
prodrugs and pharmaceutical^ acceptable salts thereof; 
with the proviso that the compound of formula II has a minimum inhibition concentration of 
32 ^ig/mL or less against at least one of the organisms selected from the group consisting of 
Streptococcus pneumoniae, Staphylococcus aureus, Staphylococcus epidermidis, Enterococcus 
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faecalis, Enterococcus faecium, Haemophilus influenzae, Moraxella catarrhalis, Escherichia coli, 
Bacteroides fragilis, Bacteroides thetaiotaomicron, and Clostridium difficile. 

Please replace paragraph [0023] with the following amended paragraph: 

[0023] In a particularly preferred embodiment, this invention provides compounds of 
formula (III): 




wherein: 

R 1 is alkyl; 

R 2 and R 3 are fluoro: 

R 6 is H, alkyl, or hydroxyalkyl; 

R 9 , which can be singly or multiply substituted in the ring on the same or 
different carbons, is independently selected from the group consisting of hydrog e n, alkyl, 
substituted alkyl, alkoxyalkoxy, cycloalkyl, substituted cycloalkyl, substituted oxygen, 
substituted nitrogen, halogen, phenyl, substituted phenyl, -(CH2) n -OH, -(CH2) n -NR 4 R 5 , - 
alkylene-R a where R a is selected from monofluorophenyl and monochlorophenyl, and 
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branched chain isomers thereof wherein n is an integer of from 1 to 8 inclusive and R and 
R 5 are H or alkyl; and 

m is 1 or 2; and 
prodrugs and pharmaceutically acceptable salts thereof, 
with the proviso that the compound of formula III has a minimum inhibition concentration of 
32 (ig/mL or less against at least one of the organisms selected from the group consisting of 
Streptococcus pneumoniae, Staphylococcus aureus, Staphylococcus epidermidis, Enterococcus 
faecalis, Enterococcus faecium, Haemophilus influenzae, Moraxella catarrhalis, Escherichia coli, 
Bacteroides fragilis, Bacteroides thetaiotaomicron, and Clostridium difficile. 

In another preferred embodiment, this invention is directed to a compound of 
formula ([[IV]]V): 




(V) 



wherein: 

R 1 is alkyl; 

R 2 and R 3 are independently H, or alkyl, hydroxy, fluoro, or cyanoalkyl or one 
of R 2 and R 3 is =NOR 7 and the other is absent, or one of R 2 and R 3 is =€H 2 and the other 
is absent, with the provisos that both R andR are not H; when one of R andR is 
fluoro, the other is not hydrogen or hydroxy; and when one of R 2 and R 3 is hydroxy, the 
other is not fluoro, hydrogen, or hydroxy; 

R 6 is selected from the group consisting of -C(0)0-alkylene-cycloalkyl, 
-C(0)0-alkylene-substituted cycloalkyl, -C(0)0-alkyl, -C(0)0-substituted alkyl, 
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-C(0)0-aryl, -C(0)0-substituted aryl, -C(0)0-heteroaryl, -C(0)0-substituted heteroaryl, 
~[C(0)0] p -alkylene-heterocycle, -[C(0)0] p -alkylene-substituted heterocycle, wherein p is 
0 or 1 with the proviso that -C(0)0-substituted alkyl does not include the following: 



R 7 is H or alkyl; 

R 9 , which can be singly or multiply substituted in the ring on the same or 
different carbons, is independently selected from the group consisting of hydrog e n, alkyl, 
substituted alkyl, alkoxyalkoxy, cycloalkyl, substituted cycloalkyl, substituted oxygen, 
substituted nitrogen, halogen, phenyl, substituted phenyl, -(CH 2 ) n -OH, -(CH2) n -NR. 4 R 5 , - 
alkylene-R a where R a is selected from monofluorophenyl and monochlorophenyl, and 
branched chain isomers thereof wherein n is an integer of from 1 to 8 inclusive and R 4 and 
R 5 are H or alkyl; and 



prodrugs, tautomers or pharmaceutically acceptable salts thereof; 

with the proviso that the compound of formula [[I]] V has a minimum inhibition concentration of 
32 ^g/mL or less against at least one of the organisms selected from the group consisting of 
Streptococcus pneumoniae, Staphylococcus aureus, Staphylococcus epidermidis, Enterococcus 
faecalis, Enterococcus faecium, Haemophilus influenzae, Moraxella catarrhalis, Escherichia coli, 
Bacteroides fragilis, Bacteroides thetaiotaomicron, and Clostridium difficile. 

Please replace paragraph [0025] with the following amended paragraph: 



o 




■o 



m is 1 or 2; and 
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[0025] As us e d b e low, th e s e compounds ar e nam e d bas e d on ac e tamid e or amid e d e rivativ e s 
but, alt e rnativ e ly, th e s e compounds could havo b ee n nam e d bas e d on 1 thio L threo (3 D galacto 
octopyranosid e d e rivativ e s. Specific compounds within the scope of this invention include the 
following compounds: 

1 ( 4 e thylpip e rid 6 yl) N (1 [3, 4 ,5 trihydroxy 6 (m e thylthio)t e trahydropyran 2 yl] 2 
m e thylprop 1 yl) ac e tamide 4-ethyl-piperidine-2-carboxylic acid [2-methvl-l-(3,4,5-trihvdroxv-6' 
methylsulfanvl-tetrahvdro-pyran-2-vlVpropyll-amide ; 

1 ( 4 n propyl N m e thylpyrrolidin 2 yl) N (1 [3,4,5 trihydroxy 6 
(m e thvlthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yl] ac e tamid e l-methyl-4-propyl- 
pyrrolidine-2-carboxylic acid [2-methyl-l -(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro- 
pyran-2-ylVpropyll-amide ; 

1( 4 n propyl N m e thylpyrrolidin 2 yl) N (1 [3,4,5 trihydroxy 6 
fm e thvlthio)t e trahvdropvran 2 yl] 2 m e thyl 3 cvanoprop 1 yl) ac e tamid e l-methyl-4-propyl- 
pyrrolidine-2-carboxylic acid [3 -cyano-2-methy 1- 1 -Q A5-trihvdroxy-6-methylsulfanyl4etrahydro- 
p yran-2-y 0-propy 1] -amide ; 

1 ( 4 e thylpip e ridyl) N (1 [3, 4 ,5 trihydroxy 6 (m e thylthio)t e trahydropyran 
2 yl] 2 hydroxy 2 m e thylprop 1 yl] ac e tamid e 4-ethyl-piperidine-2-carboxylic acid [2- 
hydroxy-2-methyl-l-(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyll- 
amide; 

1 ( 1 n propyl N m e thylpyrrolidin 2 yl) N (1 [3, 4 ,5 trihydroxy 6 
(m e thylthio)t e trahydropvran 2 yl] 2 hvdroxviminoprop 1 yl] ac e tamid e l-methyl-4-propyl- 
pyrrolidine-2-carboxylic acid [2"hydroxyimino-l-(3,4,54rihydroxy-6-methylsulfanyl-tetrahydrO' 
pyran-2-vlVpropvl]-amide ; 

1 ( 4 n propyl N m e thylpyrrolidin 2 yl) - N [1 [3,4,5 trihydroxy 6 
(m e thylthio^t e trahvdropyran 2 yl] 2 m e thoxyiminoprop 1 vl) acetamid e l-methyl-4- 
propyl-pyrrolidine-2-carboxylic acid [2-methoxyimino- 1 -(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide ; 

1 ( 3 n butylpip e rid 6 yl) N (1 [3,1,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 - vll acetamid e 5-butyl-piperidine-2- 
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carboxy lie acid [2-methyl- 1 -(3 ,4,5-trihvdroxv-6-methvlsulfanvl-tetrahydro-pvran-2- y 0- 
propyl] -amide ; 

1 (4 n pentylpyrrolidin 2 yl) N (1 - [3,4,5 trihydroxy 6 
(m e thylthio)tetrahydropyran 2 yl] 2 m e thylprop 1 yl] ac e tamid e 4-pentyl-pyrrolidine-2- 
carboxylic acid [2-methyl- 1 -(3,4,5-trihydroxy-6"methvlsulfanyl-tetrahydro-pyran-2-yl)- 
propyll-amide ; 

1 [4 (3 m e thylbut 1 yl)pyrrolidin 2 yl] N (1 [3,1,5 trihydroxy 6 
(m e thvlthio)t e trahvdropvran 2 yl] 2 m e thylprop 1 yll ac e tamid e 4-(3-methy 1-butyl)- 
pyrrolidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5-trihydroxy-6-methylsulfanvl-tetrahydro- 
pyran-2-yl)-propyl1 -amide ; 

1 ( 4 n p e ntylpyrrolidin 2 yl) N (1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yll 2 m e thylprop 1 yll ac e tamid e 4-pentyl-pyrrolidine-2- 
carboxylic acid [2-methyl-l -(3 ,4,5-trihydroxy-6-methylsulfanyl-tetrahvdro-pyran-2-ylV 
propyl"|-amide ; 

1 ( 4 n propyl N m e thylpyrrolidin 2 yl) N (1 [3,4,5 trihydroxy 6 
(m e thvlthio)t e trahydropvran 2 yl] 2.2 difluoroprop 1 yll ac e tamid e l-methyl-4-propyl- 
pyrrolidine-2-carboxylic acid [2,2-difluoro-l -(3,4,5 -trihydroxy-6-methylsulfanyl- 
tetrahydro-pyran-2-yl)-propyl1-amide ; 

1 ( 4 n p e ntylpyrrolidin 2 yl) N (1 [3,4,5 trihydroxy 6 
(m e thylthio^t e trahydropyran 2 yl] 2,2 difluoroprop 1 yll ac e tamid e 4-pentyl-pyrrolidine- 
2-carboxylic acid [2,2-difluoro- 1 -(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2- 
yD-propyl]-amide ; 

1 ( 4 (3 p fluoroph e nyl)prop 1 ylpyrrolidin 2 yl) N (1 [3,4,5 trihydroxy 6 
(m e thylthio'lt e trahvdropyran 2 vl] 2 m e thylprop 1 yll ac e tamid e 4- [3 -(4-fluoro-phenyl)- 
propyl]-pyrrolidine-2-carboxylic acid [2-methyl-l -(3, 4,5-trihy droxy-6-methylsulfanyl- 
tetrahydro-pyran-2-yiypropyl]-amide ; 

1 [ 4 (3,3 difluoroprop 1 yl)pyrrolidin 2 yl] N (1 [3,4,5 trihydroxy 6 
(m e thylthio^t e trahvdropvran 2 yl] 2 m e thylprop 1 yll ac e tamid e 4-(3 3 -difluoro-propyD- 
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pvrrolidine-2-carboxylic acid [2-methvl- 1 -(3,4,5-trihvdroxv-6-methvlsulfanyl-tetrahvdro- 
pvran-2-ylVpropyll -amide ; 

1 ( 4 (3 p chloroph e nyl)prop 1 ylpyrrolidin 2 yl) N (1 [3, 4 ,5 trihydroxy 6 
(methylthio)t e trahydropyran 2 yl] 2 m e thvlprop 1 yUac e tamid e 4-[3-(4-chloro-phenyD- 
propyll-pyrrolidine-2-carboxylic acid [2-methvl- 1 -(3 AS-trihydroxy^-methvlsulfanyl- 
tetrahydro-pyran^-yD-propviyamide ; 

1 [4 (2,2 difluoropent 1 yl)pyrrolidin 2 yl] N (1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thvlprop 1 yUac e tamid e 4-(2,2-difluoro-pentylV 
pvrrolidine-2-carboxylic acid r2-methyl-l-(3.4,5-trihydroxy-6-methylsulfanyl-tetrahydro- 
pyran-2-ylVpropyll -amide ; 

1 ( 4 n propylpip e rid 6 yl) N (1 [3,4,5 trihydroxy 6 
rm e thylthio^t e trahydropyran 2 vl] 2 methvlprop 1 yUacetamid e 4-propyl-piperidine-2- 
carboxylic acid [2-methyl- 1 -(3 ,4,5-trihvdroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)- 
propy 11 -amide ; 

1 [4 n pentyl N (2 hydroxy e th 1 yl)pyrrolidin 2 yl] N (1 [3,1,5 trihydroxy 6 
(methylthio)tetrahydropyran 2 yl] 2 m e thvlprop 1 vljac e tamid e l-(2-hvdroxv-ethvlV4- 
pentyl-pyrrolidine-2-carboxylic acid [2>methyl-l-(3,4,5-trihydroxy-6-methylsulfanyl- 
tetrahydro-pyran-2-ylVpropyl]-amide ; 

1 [1 n pentyl N (2 (R) methyl 2 hydroxyoth 1 yl)pyrrolidin 2 yl] N (1 
[3,4,5 trihydroxy 6 (m e thylthio)t e trahydropyran 2 yl] 2 methylprop 1 yljac e tamide 1^ 
(2-hydroxy-propvl > )-4-pentyl-pyrrolidine-2-carboxylic acid [2-methyl- 1 -(3. 4,5-trihydroxy- 
6-methylsulfanyl-tetrahydro-pyran-2-ylVpropyll-amide ; 

1 [4 n p e ntyl N (2 (S) methyl 2 hydroxy e th 1 yl)pyrrolidin 2 yl] N [1 
[3,4,5 trihydroxy 6 (m e thylthio)t e trahydropyran 2 yl] 2 methylprop 1 yljac e tamid e 1- 
(2-hydroxv-propyl)-4-pentyl-pyrrolidine-2-carboxylic acid [2-methyl- 1 -(3 ,4.5-trihydroxy- 
6-methylsulfanyl-tetrahvdro-pyran-2-vn-propyl]-amide ; 

1 ( 4 n p e ntyl N (3 hydroxyprop 1 yl)pyrrolidin 2 yl) N (1 [3,4,5 
trihydroxy 6 (m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yljac e tamid e l^Qz 
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hvdroxv-propvlV4-pentyl-pvrrolidine-2-carboxvlic acid [2-methyl-l -(3,4,5-trihvdroxv-6- 
methvlsulfanvl4etrahvdro-pvran-2-vlVpropyl1-amide ; 

1 [1 (3 mothylbut 1 yl) N (2 hydroxy e th 1 yl)pyrrolidin 2 yl] N (1 [3,1,5 
trihydroxy 6 (m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yl) ac e tamid e 1h(2i 
hvdroxv-ethvn-4-(3-methvl-butvn-pvrrolidine-2-carboxylic acid [2-methyl-l-(3,4,5- 
trihvdroxy-6-methylsulfanyl-tetrahydro-pvran-2-yl)-propyll-amide ; 

1 [4 (3,3 difluoroprop 1 yl) N (2 hydroxyoth 1 yl)pyrrolidin 2 yl] N (1 
[3,1,5 trihydroxy 6 (mothylthio)tetrahydropyran 2 yl] 2 mothylprop 1 yl) acetamid e 4^ 
( 3 3-difluoro-propyiy 1 >(2-hydroxy-ethyl)-pyrrolidine-2-carboxylic acid r2-methyl- 1 - 
OA5-trihydroxy-6-methylsulfanyl-te^^ 

1 [4 n pentyl N (2 hydroxyoth 1 yl)pyrrolidin 2 yl] N (1 [3,1,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2.2 difluoroprop 1 vl) ac e tamid e l-(2-hydroxy-ethyl)- 
4-pentyl-pyrrolidine-2-carboxyIic acid [2,2-difluoro- 1 -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yn-propyn-amide ; 

1 (1 n p e ntylpip e rid 6 yl) N ( [3, 4, 5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 y\) ac e tamid e 4-pentyl-piperidine-2- 
carboxylic acid [2-methyl-l -(3,4,5-trihydroxy-6-methylsulfanyl-tetrahvdro-pyran-2-yl)- 
propyl]-amide ; 

1 (1 m e thoxypip e rid 6 yl) N ([3,4,5 trihydroxy 6 (m e thylthio)t e trahydropyran 2 yl] 2 
m e thylprop 1 yl) ac e tamid e ; 4-Methoxy-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5- 
trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

1 [4 (1 e thylprop 1 yl)piperid 6 yl] N (1 [3,1,5 trihydroxy 6 

fmethylthio^otrahydropyran 2 yl] 2 methylprop 1 yll acetamid e 4-n-ethvl-propyD- 
piperidine-2-carboxylic acid r2-methyl-l-(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro- 
pyran-2-ylVpropyl]-amide ; 

1 (4 iso propylpip e rid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yl] acetamid e 4-isopropyl-piperidine- 
2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6'methylsulfanyKtetrahydro-pyran-2-yl)- 
propyl] -amide ; 
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1 (4 n butylpip e rid 6 yl) N (1 [3,4,5 trihydroxy 6 
(methylthio)tetrahydropyran 2 yl] 2 m e thylprop 1 yljac e tamid e 4~butyl-piperidine-2- 
carboxvlic acid f2-methyl-H3A5-trihydroxy-^ 
propyl] -amide ; 

1 (4 cycloh e xylpip e rid 6 yl) N (1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 vljac e tamid e 4-cyclohexyI-piperidine- 
2-carboxylic acid [2-methyl-l-(3,4.5-trihvdroxy-6-methylsulfanyl-tetrahvdro-pyran-2-yl)- 
propyl]-amide ; 

l - ( 4 e thyl N hydroxy e thyl pip e rid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yllac e tamid e 4-ethyl-l-(2-hydroxy- 
ethylVpiperidine-2-carboxy lie acid [2-methyl- 1 -(3 A5-trihydroxy-6-methylsulfanyl- 
tetrahydro-pyran-2-ylVpropyl]-amide ; 

1 ( 4 n p e ntyl N hydroxy e thyl piperid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yl)ac e tamide l-(2-hydroxy-ethyl)-4- 
pentyl-piperidine-2-carboxylic acid [2-methyl-l -(3,4,5-trihydroxy-6-methylsulfanyl- 
tetrahydro-pyran-2-ylVpropyl]-amide ; 

1 ( 4 n propyl N hydroxy e thyl piperid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 methylprop 1 vHac e tamid e 1 -f2-hydroxy-ethyl)-4- 
propyl-piperidine-2-carboxy lie acid [2-methyl- 1 -(3 A5-trihvdroxy-6-methvlsulfanyl- 
tetrahydro-pyran-2-ylVpropyl]-amide ; 

1 [4 (4,4 difluoropont 1 yl) pyrrolidin 2 yl] N (1 [3,4,5 trihydroxy 6 
rmQthy1thio)tGtrahydropyran 2 yl] 2 m e thylprop 1 vljacetamid e 4-(4.4-difluoro-pentvn- 
pyrrolidine-2-carboxylic acid [2-methyl-l -(3,4,5-trihydroxy-6-methylsulfanvl-tetrahydro- 
pyran-2-ylVpropyll-amide ; 

1 [4 (3,3 difluorobut 1 yl)pyrrolidin 2 yl] N [1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yljac e tamid e 4-(33-difluoro-butyl)- 
pyrrolidine-2-carboxylic acid [2-methyl- 1 -(3, 4,5-trihydroxy-6-methylsulfany 1-tetrahydro- 
pyran-2-yl)-propy 11 -amide ; 
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1 [ 4 (3,3 difluoropent 1 yl)pyrrolidin 2 yl] N (1 [3,1,5 trihydroxy 6 
(m e thylthio^t e trahydropvran 2 vl] 2 m e thvlprop 1 vllac e tamid e 4-(3,3-difluoro-pentyD- 
pyrrolidine-2-carboxylic acid r2-methvM -(3,4,5-trihydroxv-6-methvlsulfanvl-tetrahydro- 
pvran-2-ylVpropyl]-amide ; 

1 [4 (3,3 difluoropont 1 yl) N (2 hydroxyeth 1 yl)pyrrolidin 2 yl] N (1 
[3, 4 ,5 trihydroxy 6 (m e thylthio)t e trahydropyran 2 yl] 2 methylprop 1 yljacotamid e 
( 3 ,3 -difluoro-pentvD- 1 -(2-hydroxy-ethyl Vpyrrolidine-2-carboxylic acid [2 -methyl- 1 - 
(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yn-propyll-amide ; 

1 (4 (3,3 difluoroprop 1 yl)pip e rid 6 yl) N ( 1 [3,4,5 trihydroxy 6 

(m e thylthio)t e trahydropyran 2 vl] 2 m e thvlprop 1 vllacetamid e 4-(3,3-difluoro-propyD- 

piperidine-2-carboxylic acid [2-methyl-l -(3,4,5-trihydroxy-6-methvlsulfanyl-tetrahydro- 

p vran-2-y D-prop yll -amide ; 

1 (4 (4,4 difluorobut 1 yl)pip e rid 6 yl) N (1 [3,4,5 trihydroxy 6 
rm e thylthio^tetrahydropyran 2 vl] 2 m e thvlprop 1 vll ac e tamid e ; 4-(4,4-difluoro-butylVpiperidine- 
2-carboxylic acid r2-methvl-l-(3A5-trihydroxy-6^ 
amide; 

1 (1 (5,5 difluorop e nt 1 yl)pip e rid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
fmethylthio^t e trahydropyran 2 yl] 2 m e thylprop 1 vljac e tamid e 4-(5,5-difluoro-pentyD- 
piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5 -trihydroxy-6-methylsulfany 1-tetrahydro- 
pyran-2-yl)-propyl] -amide ; 

1 (4 (5 fluorop e nt 1 yl)pip e rid 6 yl) N (1 [3,4,5 trihydroxy 6 
(m e thylthio)tetrahydropyran 2 yl] 2 m e thylprop 1 vl)ac e tamid e 4-(5-fluoro-pentyl)- 
piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5-trihydroxy-6-methylsulfanyl-tetrahydro- 
pyran-2-y D-prop yl] -amide ; 

1 (4 (4 fluorobut 1 yl)pip e rid 6 yl) N ( 1 [3, 4 ,5 trihydroxy 6 
fm e thylthio)tetrahydropyran 2 yl] 2 m e thylprop 1 yljac e tamid e 4-(4-fluoro-butvD- 
piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5 -trihydroxy-6-methy lsulfany 1-tetrahydro- 
pyran-2-yl)-propyll-amide ; 

1 (4 (3 ethyl 3 hydroxyp e nt 1 yl)piporid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
fm e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 vllac e tamid e 4-(3-ethyl-3-hvdroxv- 
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pentyD-piperidine-2-carboxylic acid [2-methyl- 1 -(3 A5-trihydroxy-6-methylsulfanyl- 
tetrahydro-pyran-2-yl>propyl1-amide ; 

1 (4 butoxypip e rid 6 yl) N { 1 [3,4,5 trihydroxy - 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 vl) ac e tamid e 4-butoxy-piperidine-2- 
carboxylic acid [2-methyl- 1 -(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)> 
propyl]-amide ; 

1 ( 4- p e ntoxypip e rid 6 yl) N { 1 [3/1,5 trihydroxy 6 
(methylthio)t e trahydropyran 2 yl] 2 methylprop 1 vl) ac e tamid e 4-pentyloxy-piperidine- 
2-carboxylic acid [2-methyl-l-(3,4,54rihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)- 
propyll-amide ; 

1 (4 (4 fluorobutoxy)pip e rid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 vll ac e tamid e 4-(4-fluoro-butoxyV 
piperidine-2-carboxylic acid [2-methyl- 1 -(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro- 
pyran-2-ylV propy 1] -amide ; 

1 [4 n butylprop 1 yl)pyrrolidin 2 yl] N (1 [3, 4 ,5 trihydroxy 6 
rmethylthio^totrahvdropvran 2 yl] 2 methyl allvl) acotamido 4-butyl-pyrrolidine-2- 
carboxylic acid [2-methyl- 1 -(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)- 
allyl]-amide ; 

1 ( 4 e thyl N o thyl piperid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
(m e thylthio^t e trahydropyran 2 yl] 2 m e thylprop 1 yl) ac e tamid e L4-diethyl-piperidine-2- 
carboxylic acid [2-methyl- 1 -(3,4,5-trihydroxy-6-methylsulfanyl-tetrahvdro-pvran-2-yn- 
propyl]-amide ; 

1 ( 4- (3 fluoropropoxy)pip e rid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
rmethvlthio^tetrahvdropvran 2 yl] 2 methylprop 1 vl) acetamid e 4-(3-fluoro-propoxy)- 
piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5-trihydroxy-6-methylsulfanyl-tetrahydro- 
pyran-2-yl)-propyl]-amide ; 

1 (4 (3,3,3 trifluoropropoxy)pip e rid 6 yl) N ( 1 [3,4,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yl) ac e tamide 4-(3, 3,3 -trifluoro- 
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propoxy)-piperidine-2-carboxylic acid [2-methyl- 1 -(3 A5-trihydroxy-6-methvlsulfanyl- 
tetrahydro-pyran-2-ylVpropyl]-amide ; 

1 (4 iso butylpip e rid - 6 - yl) - N - ( 1 [3, 4 ,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yljac e tamid e 4-isobutvl-piperidine-2- 
carboxylic acid [2-methyl-l -(3,4,5-trihvdroxv-6-methvlsulfanvl-tetrahvdro-pvran-2-vl)- 
propyl]-amide ; 

1 (4 n propylpip e rid 6 yl) N (1 [3,4,5 trihydroxy 6 
(m e thvlthio)t e trahvdropvran 2 yl] 2,2 difluoro prop 1 yllac e tamid e 4-propyl-piperidine- 
2-carboxylic acid [2,2-difluoro- 1 -(3 ,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran'2- 
yQ-propyl]-amide ; 

1 [4 n propyl 4 fluoro pyrrolidin e yl] N (1 [3,4,5 trihydroxy 6 
rm e thylthio)tetrahydropyran - 2 vl] 2 m e thylprop 1 yUac e tamid e 4-fluoro-4-propyl- 
pyrrolidine-2-carboxylic acid [2-methyl-l-(3,4 <> 5-trihydroxy-6-methylsulfanyl-tetrahydro- 
pyran-2-yl)-propyl]-amide ; 

1 [4 n butyl 4 fluoro pyrrolidin 2 yl] N (1 [3,4,5 trihydroxy 6 
(m e thvlthio)t e trahydropyran 2 yl] 2 m e thylprop 1 y\] ac e tamid e 4-butyl-4-fluoro-pyrrolidine-2- 
carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2"yl)-propyl1- 
amide; 

4-(2-methoxyethoxy)-piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Butyl-pyrrolidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6-methylsulfanyl- 
tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(4,4-Difluoro-pentyl)-piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(3-Fluoro-propyl)-piperidine-2-carboxylic acid [2-methyl-l -(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Fluoro-4-propyl-piperidine-2-carboxylic acid [2-methyl-l -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 
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4-(2-Fluoroethoxy)-piperidine-2-carboxylic acid [2 -methyl- 1 -(3 ? 4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(2-Cyclopropyl-ethyl)-piperidine-2-carboxylic acid [2-methyl-l -(3,4,5 -trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Cyclopropylmethyl-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(2-Cyclobuty l-ethyl)-piperidine-2-carboxylic acid [2 -methyl- 1 -(3 ,4,5 -trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Cyclobutylmethyl-piperidine-2-carboxylic acid [2-methyl-l -(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

3-Butyl-azetidine-2-carboxylic acid [2-methyl-l -(3 ,4,5-trihydroxy-6-methylsulfanyl- 
tetrahy dro-pyran-2 -y l)-propy 1] -amide ; 

3-Cyclopropylmethyl-azetidine-2-carboxylic acid [2-methyl-l -(3,4,5 -trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

3-Propyl-azetidine-2-carboxylic acid [2-methyl-l -(3,4,5-trihydroxy-6-methylsulfanyl- 
tetrahydro-pyran-2-yl)-propyl]-amide; 

3-Butyl-l-(2-hydroxy-ethyl)-azetidine-2-carboxylic acid [2-methyl-l -(3 ,4,5-trihydroxy- 
6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

3-Pentyl-azetidine-2-carboxylic acid [2-methyM-(3,4,5-trihydroxy-6-methylsulfanyl- 
tetrahydro-pyran-2-yl)-propyl]-amide; 

3-(3-Methyl-butyl)-azetidine-2-carboxylic acid [2-methyl-l -(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

3-(3-Cyclobutyl-propyl)-azetidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

3-(2-Cyclobutyl-ethyl)-azetidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

3-(2-Cyclopropyl-ethyl)-azetidine-2-carboxylic acid [2 -methyl- 1 -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 



pa-9 17886 



Application No.: 10/777,455 



17 



Docket No.: 342312004920 



3- (3-Cyclopropyl-propyl)-azetidine-2-carboxylic acid [2-methyl-l -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

3 -Butyl- 1 -methyl-azetidine-2-carboxylic acid [2-methyl- 1 -(3 ? 4 ? 5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4- Cyclopropylmethyl-pyrrolidine-2-carboxylic acid [2-methyl-l -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(2-Cyclobutyl-ethyl)-pyrrolidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4- (2-Cyclopropyl-ethyl)-pyrrolidine-2-carboxylic acid [2-methyl-l -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

5- Propyl-azepane-2-carboxylic acid [2-methyl-l -(3,4 3 5-trihydroxy-6-methylsulfanyl- 
tetrahydro-pyran-2-yl)-propyl]-amide; 

4-buty l-piperidine-2-carboxylic acid [2-methyl- 1 -(3 AS-trihydroxy^-methylsulfanyl- 
tetrahydro-pyran^-yty-propyll-amide; 

4-(3-Cyclopentyl-propyl)-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(3-Methoxy-propyl)-piperidine-2-carboxylic acid [2-methyl-l -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(3-Ethoxy-propyl)-piperidine-2-carboxylic acid [2-methyl-l -(3 ? 4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(3-Propoxy-propyl)-piperidine-2-carboxylic acid [2-methyl-l-(3,4 J 5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(3-Cyclopropylmethoxy-propyl)-piperidine-2-carboxylic acid [2-methyl-l-(3 ? 4,5- 
trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-[3-(2-Fluoro-ethoxy)-propyl]-piperidine-2-carboxylic acid [2-methyM -(3,4,5- 
trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-[3-(3-Fluoro-propoxy)-propyl]-piperidine-2-carboxylic acid [2-methyl-l -(3,4,5- 
trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 
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4-(4-Methoxy-butyl)-piperidine-2-carboxylic acid [2-methy 1- 1 -(3 ,4,5 -trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Propoxymethyl-piperidine-2-carboxylic acid [2-methyl-l -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(3-Fluoro-propoxymethyl)-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy- 
6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Cyclohexylmethyl-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-(2-Propyloxyethyl)-piperidine-2-carboxylic acid [2-methyl-l -(3,4,5 -trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Cyclopropylmethoxy-piperidine-2-carboxylic acid [2-methyl-l -(3, 4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Fluoro-4-butyl-piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Fluoro-4-ethyl-piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Fluoro-4-(3-fluoropropyl)-piperidine-2-carboxylic acid [2-methyl- 1 -(3,4,5-trihydroxy- 
6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Fluoro-4-(3,3-difluoropropyl)-piperidine-2-carboxylic acid [2-methyl-l -(3,4,5- 
trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

4-Fluoro-4-(2,2-difluoroethoxymethyl)-piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5- 
trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

and prodrugs, tautomers and pharmaceutically acceptable salts thereof. 

Please replace paragraph [0026] with the following amended paragraph: 

[0026] Specific pro-drug compounds within the scope of this invention include the following 
compounds: 
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1 [4 n propyl N (F moc) pip e rid 6 yl] (1 [3,4,5 trihydroxy 6 
(m e thvlthio)t e trahydropyran 2 vl] 2 m e thvlprop 1 vllac e tamid e 2-f2-Methyl-l-(3A5-trihydroxy- 
6-methvlsulfanyl-tetrahydro-pyran-2-ylVpr^^ 1 -carboxvlic acid 

9//-fluoren-9-vlmethyl ester; 

1 - [ 4 n propyl N (carboxylic acid e thyl e st e r) pip e rid 6 yl] N (1 [3,4,5 trihydroxy 6 
rm e thvlthio^t e trahvdropvran 2 vl] 2 m e thvlprop 1 vnac e tamid e 2-[2-Methvl-l-(3A5-trihvdroxv- 
6-methvlsulfanyl-tetrahydro-pyran-2-yn-propy lcarbamovl] -4-propyl-piperidine- 1 -carboxylic acid 
ethyl ester : 

1 [4 n propyl N (carboxylic acid ph e nyl est e r) pip e rid 6 yl] N {\ [3,4,5 trihydroxy 6 
(m e thvlthio)t e trahvdropvran 2 vl] 2 m e thvlprop 1 vlUc e tamid e 2-[2-Methyl-l-(3,4.5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-y lVpropylcarbamoy 1] -4-propyl-piperidine- 1 -carboxylic acid 
phenyl ester: 

Phosphoric acid mono-(4,5-dihydroxy-6- {2-methyl- 1 -[(4-propyl-piperidine-2-carbonyl)- 
amino]-propyl}-2-methylsulfanyl-tetrahydro-pyran-3-yl) ester; 

Succinic acid mono-(4,5-dihydroxy-6-{2-methyl-l-[(4-propyl-piperidine-2-carbonyl)- 
amino]-propyl}-2-methylsulfanyl-tetrahydro-pyran-3-yl) ester; 

A-(2-Morpholin-4-yl-ethyl)-succinamic acid 4,5-dihydroxy-6- {2-methyl-l -[(4-propyl- 
piperidine-2-carbony l)-amino] -propyl } -2-methy lsulfanyl-tetrahydro-pyran-3 -y 1 ester; 

Dimethylamino-acetic acid 4,5-dihydroxy-6- {2-methyl- 1 -[(4-propyl-piperidine-2- 
carbonyl)-amino]-propyl } -2-methylsulfanyl-tetrahydro-pyran-3 -yl ester; 

1 -(5-Methyl-2-oxo-[l ,3]dioxol-4-ylmethyl)-4-propyl-piperidine-2-carboxylic acid [2- 
methyl-l-(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

2-[2-Methyl-l-(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)- 
propylcarbamoyl]-4-propyl-piperidine- 1 -carboxylic acid 5-methyl-2-oxo-[l ,3]dioxol-4-ylmethyl 
ester; 

Hexadecanoic acid 4,5-dihydroxy-6-{2-methyl-l -[(4-propyl-piperidine-2-carbonyl)- 
amino]-propyl}-2-methylsulfanyl-tetrahydro-pyran-3-yl ester; 

1 -( 1 -Methyl-3-oxo-but- 1 -eny l)-4-propyl-piperidine-2-carboxylic acid [2-methyl- 1 - 
(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 
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2-[2-Methyl-l-(3,4,5-trihydroxy-6-methylsulf^ 
propylcarbamoyl]-4-propyl-piperidine-l -carboxylic acid 1-acetoxy-ethyl ester; 

2-[2-Methyl-l-(3,4,5-trihydroxy-6-methylsul^^^ 
propylcarbamoyl]«4-propyl-piperidine- 1 -carboxylic acid 2-amino-3-methyl-pentanoyloxymethyl 
ester; 

2-[2-Methyl-l-(3,4,5-trihydroxy-6-methylsulf^ 
propylcarbamoyl]-4-propyl-piperidine-l -carboxylic acid piperidine-4-carbonyloxymethyl ester; 

1 -(Propionylamino-methyl)-4-propyl-piperidine-2-carboxylic acid [2-methyl- 1 -(3 ,4,5- 
trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

A^-{2-[2-Methyl4-(3 ? 4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyr^ 
propylcarbamoyl]-4-propyl-piperidin- 1 -ylmethyl}-nicotinamide; 

1- (2-Amino-propionyl)-4-propyl-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5- 
trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

1 -(2-Amino-3-phenyl-propionyl)-4-propyl-piperidine-2-carboxylic acid [2-methyl- 1 - 
(3 5 4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-am^ 

1 -(2-Amino-3-methyl-pentanoyl)-4-propyl-piperidine-2-carboxylic acid [2-methyl- 1 - 
(3 ,4,5 -trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl] -amide ; 

1 -(2- Amino-3 -methyl-butyryl)-4-propyl-piperidine-2-carboxylic acid [2-methyl- 1 - 
(3,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

1 -(1 -Methyl- 1 ,4-dihydro-pyridine-3-carbonyl)-4-propyl-piperidine-2-carboxylic acid [2- 
methyl- 1 -(3 ,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide; 

2- [2-Methyl- 1 -(3 ,4,5-trihydroxy-6-methylsulfanyl-tetrahydro-pyran-2-yl)- 
propylcarbamoyl]-4-propyl-piperidine- 1 -carboxylic acid 1 -methyl- 1 ,2,3 ,6-tetrahydro-pyridin-4-yl 
ester; 

and tautomers and pharmaceutically acceptable salts thereof. 
Please replace paragraph [0085] with the following amended paragraph: 

[0085]The 7-O-trimethylsilyl group of lb is chemoselectively deprotected and oxidized to provide 
the 7-keto-lincosamine derivative lc. This selective transformation is performed by addition of the 
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protected product lb to dimethylsulfoxide and oxalyl chloride in an inert organic solvent such as 
dichloromethane followed by an appropriate organic base such as triethylamine. Alternatively, the 
transformation may be performed by addition of lb to dimethyl sulfoxide and an appropriate 
activating agent such as trifluoroacetic anhydride in an inert organic solvent. The reaction is 
typically conducted at temperatures in the range of approximately [[-70°C to 80°C]] -70°C to -80°C . 
The resulting reaction mixture is stirred at the low temperature and is then allowed to warm to 
approximately -50°C. The reaction is maintained at this second temperature for approximately 1 h 
to 3 h. To the reaction mixture is added a suitable organic base, such as TEA, pyridine, and the like. 
The reaction mixture is appropriately worked up to provide the product lc. The general class of 
conditions used in the transformation of lb to lc is known in the art as Swern oxidation conditions. 

Please replace paragraph [0086] with the following amended paragraph: 

[0086] Scheme 2 below illustrates a general synthesis of a lincosamine intermediate 2b wherein 
P is an N-protecting group, preferably either Cbz or Boc, R 1 is as defined for formula (I), and one of 
R 2 and R 3 is hydrogen and the other is as defined for formula (I). 




Scheme 2. General synthesis of lincosamine intermediate 2b. 
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(a) Wittig olefmation (R 2 PPh 3 % R 2 PO(OEt) 2 , base, solvent); (b) H z /Pd; and (c) [[H 2 /Pd 5 ]] Global 
de-protection. 

Please replace paragraph [0090] with the following amended paragraph: 
[0090] The product 2a is then hydrogenated to provide the saturated product 2b. The 
hydrogenation is typically performed in a polar organic solvent such as methanol, ethanol, and the 
like, using 10% palladium on carbon in a Parr bottle. The bottle is purged, and charged with H 2 to 
approximately 50 to 70 psi and shaken until completion, typically approximately 12 to 24 h. The 
resulting reaction mixture is filtered, e.g., through celite, and rinsed with a polar organic solvent 
such as methanol. The organic solution is worked up by transferring to a resin funnel containing 
dry, washed Dewe xDowex™ 50w-400x H + form and shaken. After washing the resin with 
methanol and water, the product 2b is eluted from the resin by washing with 5% TEA in MeOH. 
The product can also be purified by silica gel column chromatography. 

Please replace paragraph [0101] with the following amended paragraph: 

[0101] Scheme 6 below illustrates a general synthesis of a proline intermediate 6c wherein R 9 is 
as defined for formula (I). 




Scheme 6. General synthesis of cis/trans R -proline intermediate mixtures 6c. 
(a) R^GH^B^+W RVPhiBf , NaH, DMSO; (b) H 2 /Pt 

Please replace paragraph [0102] with the following amended paragraph: 
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[0102] As shown in Scheme 6, the product 6c is prepared as described in Birk e nm e y e r, e t 
afcMagerlein, Journal of Medicinal Chemistry 1972, 15, 1255-1259. Compound 6a is commercially 
available from vendors such as RSP (Scientific Research Consortium, Inc.). Alternatively, 6a can 
be prepared from commercially available protected hydroxy prolines by methods well known in the 
art. See, e.g., Demange, et al., Tetrahedron Letters 1998, 39,1 169-1 172 

Please replace paragraph [0103] with the following amended paragraph: 

[0103] Scheme 7 below illustrates a general synthesis of trans-R 9 -proline intermediates 7d, 

wherein R 9 is alkyl or substituted alkyl. 




Scheme 1. General synthesis of trans-alkylprolines 7d. 

(a) (i) LiHMDS, THF -78°C, (ii) bromoalkene; (b) (i) LiBHEt 3 , THF -78°C, (ii) BF 3 OEt 2 , Et 3 SiH; 
(c) [[H2]]H2Pd/C. 

Please replace paragraph [0130] with the following amended paragraph: 

[0130] The following reaction scheme may be used in the synthesis of toms-alkylazetidine 

carboxylic acids, wherein R 9 is as d e fined h e r e in alkyl : (a) (i) LDA, THF, 0 °C, (ii) bromoalkane or 
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bromoalkene; (b) TMSCHN 2 , MeOH, 23 °C; (c) (i) TMSCHN 2 , MeOH, 23 °C, (ii) H 2 , Pd/C, 
EtOAc, 23 °C; (d) Et 3 N.3HF, THF, 23 °C; (e) LiAlFLt, THF, 68 °C; (f) Boc 2 0, CH 2 C1 2 , 23°C; (g) 
RuCl 3 .xH 2 0, NaI0 4 , acetone, H 2 0, 23 °C. 

Please replace paragraph [0200] with the following amended paragraph: 

[0200] Triphenylphosphonium bromide (3.29 g, 9.2 mmol) and potassium tert-butoxide (715 
mg 5 6.4 mmol) under N 2 atmosphere were suspended in toluene (31 mL) with vigorous stirring. 
After 4 h protected product lc (P=Cbz, R 1= Me) (1.4 g, 2.36 mmol) in toluene (20 mL) was added 
by cannula. The resulting reaction mixture was stirred 2 h and then diluted with EtOAc (250 mL). 
The resulting organic solution was washed quickly with H 2 0 (2 x 100 mL), brine (1 x 100 mL) 
dried over Na 2 SC>4 and evaporated to dryness. Chromatography of the crude product on silica 6% 
EtOAc/Hexanes containing 0.2% TEA gave the alkene product 2a (P=Cbz, R 1= Me, [[R 2 ]]Bl=CH 2 ) 
as a colorless oil that crystallized after co-evaporation from toluene and cyclohexane (0.65 g, 46%). 

Please replace paragraph [0202] with the following amended paragraph: 

[0202] The product 2a (P=Cbz, R 1= Me, rrR 2 =CH211 R r =CH z ) (490 mg, 0.82 mmol) in ethanol 
(50 mL) was added to 10% palladium on carbon (Degussa wet form 50% w/w water) (700 mg) in a 
par bottle. The bottle was purged, and charged with H 2 to 65 psi and shaken 24 h. The reaction 
mixture was filtered through celite, rinsed with methanol. The organic solution was transferred to a 
resin funnel containing dry, washed Dowex™D ewex 50w-400x H + form (0.8 g) and shaken for 10 
min. After washing the resin with methanol three times and water two times, the saturated product 
2b (R l =Me, R 2 =Me) was eluted from the resin by washing with 5% TEA in MeOH (35 mL, x 10 
min x 5). The combined filtrate was evaporated to dryness, co-evaporated from EtOH twice and 
lyophilized from 1:1 MeCN/H 2 0 to give the product as a colorless powder (198.4 mg 96%). 

Please replace paragraph [0204] with the following amended paragraph: 
[0204] In the alternative when a Boc-protecting group is used, methyltriphenylphosphonium 
bromide (12 g, 33.6 mmol) and potassium t-butoxide (3g, 26.7 mmol) were taken in THF (70 mL) at 
0°C, and stirred at rt for 4 h. Then Boc-protected product lc (P=Boc, R 1= Me) (4.7 g, 8.2 mmol) in 
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THF (30 mL) was added and stirred at it for 2 h. After which it was extracted with EtOAc (300 
mL), washed with brine (100 mL) and dried over sodium sulfate. The crude alkene product 2a 
(P=Boc, R 1= Me, ITR 2 11R 2 =CH?) was purified on silica gel column chromatography using 10% 
EtOAc in Hexane as eluent (4.1 g, 87.6%). 

Please replace paragraph [0206] with the following amended paragraph: 
[0206] T o the product 2a (P=Boc, R ! =Me, [[R 2 ]]R^=CH2) in methanol (30 mL), 
Dowex™D ewex H* resin (1 g) was added and stirred at rt for 1 h. The resin was filtered and the 
product obtained on removal of solvent (2.4 g, 6.8 mmol,) was taken in MeOH (30 mL). Pd/C (2.5 
g) was added and hydrogenated at 55 psi overnight. The crude product obtained on filtering and 
removal of solvent was purified on silica gel column chromatography using 10% MeOH in DCM to 
provide Boc-protected 7-Methyl MTL as a white solid (2.06 g, 86%). TLC Rf = 0.5 (10% of MeOH 
in DCM). 

Please replace paragraph [0209] with the following amended paragraph: 

[0209] Sodium hydride (80 mg, 3.3 mmol) under N 2 atmosphere was suspended in THF (4 mL) 
with vigorous stirring. The suspension was cooled to -30°C and diethyl(cyanomethyl)phosphonate 
(805 ^iL, 5.0 mmol) was added. After 30 min protected product lc (P=Cbz, R 1= Me) (1.0 g, 1.7 
mmol) in THF (3 mL) was added by cannula. The resulting reaction mixture was stirred 4 h and 
then diluted with EtOAc (250 mL). The resulting organic solution was washed quickly saturated 
aqueous NaHC0 3 (1 x 100 mL), brine (1 x 50 mL) dried over Na 2 S0 4 and evaporated to dryness. 
Chromatography of the crude product on silica 6% EtOAc/Hexanes to 10% EtOAc/Hexanes 
containing 0.2% TEA gave the protected alkene product 2a (P=Cbz, R ,= Me, [[R 2 ]]R*>CHCN) as a 
colorless oil (0.38 g, 37%). MS(ESPOS): 625.5.2 [M+H] + , ES(NEG): 659.5 [M+Cl]. 

Please replace paragraph [0210] with the following amended paragraph: 

[0210] The product 2a (P=Cbz, R^Me, [[R 2 ]]R^=CHCN) (180 mg, 0.29 mmol) in ethanol (15 
mL) was added to 10% palladium on carbon (Degussa wet form 50% w/w water) (300 mg) in a Pan- 
bottle and concentrated HC1 (29 ^iL) was added. The bottle was purged, and charged with H 2 to 65 
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psi and shaken for 24 h. The reaction mixture was filtered through celite, rinsed with methanol. 
The organic solution was transferred to a resin funnel containing dry, washed Dowex™D ewex 
50w-400x H + form (1 g) and shaken 10 min. After washing the resin with methanol twice and 
water, the saturated product 2b (R 1= Me, R 2 =CH 2 CN) was eluted from the resin by washing with 5% 
TEA in MeOH (20 mL x 20 min x 3) and MeCN (20 mL x 20 min). The combined organic filtrate 
was evaporated to dryness lyophilized from 1:1 MeCN/FbO to give the product 2b (R 1= Me, 
R 2 =CH 2 CN) as a colorless solid (70 mg, 91%). ES(NEG): 275.3 [M-H]\ 

Please replace paragraph [0225] with the following amended paragraph: 
[0225] TLC: Rf= 0.3 [Solvent system: DCM:hexanes:MeOH(6:5:l)]. 
MS(ESNEG NEGATIVE ): 284.5 [M-H]\ 

Please replace paragraph [0237] with the following amended paragraph: 

[0237] To a solution of [[8a]]8b (R 9 =3,3-difluoroprop-2-enyl) (126 mg, 0.33 mmol) in MeOH 
(35 mL) was added 10% palladium on carbon (Degussa wet form 50% w/w water) (120 mg). The 
reaction mixture was stirred at rt under hydrogen (1 atm) overnight and was filtered through celite * 
with the aid of MeOH. The filtrate was concentrated to give a clear syrup 8c (R 9 =3,3- 
difluoropropyl) (97 mg, 100%). 

Please replace paragraph [0239] with the following amended paragraph: 

[0239] To a solution of aldehyde [[8b]]8a (258 mg, 0.74 mmol, 1 equiv) in THF (3 mL) at 0°C 
was added tetraallyltin (178 |iL, 0.74 mmol, 1 equiv), followed by the drop- wise addition of boron 
trifluoride etherate (94.3 |j,L, 0.74 mmol, 1 equiv) over a period of 15 min. The reaction mixture 
was stirred at 0°C for 1 .5 h. Then a solution of potassium fluoride (125 mg) in water (1 .25 mL) was 
added. The resulting mixture was warmed to rt and stirred at rt for 20 min. This was followed by 
the addition of methanol (10 mL) and the resulting mixture was stirred at rt for another 20 min. The 
reaction mixture was filtered over celite. The filtrate was evaporated to dryness. The residue was 
diluted with dichloromethane (100 mL), washed with water (50 mL), dried, concentrated and 
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purified by chromatography to give a clear oil 9a (R =2-hydroxypent-4-enyl) (261 mg, 90%): 
MS(ESPOS): 412.5 [M + Naf, 290.4 [M - Boc + H] + . 

Please replace paragraph [0245] with the following amended paragraph: 
[0245] To 4-propylpyridine (2.5 g, 20 mmol), 30% hydrogen peroxide (2.4 g) was added and 
refluxed overnight. The solvent was removed and the resulting residue was taken in DCM (30 mL). 
Trimethylsilyl cyanide (2.6 g, 26 mmol) was added to the above solution followed by 
dimethylcarbamyl chloride (2.8 g, 26 mmol), and the reaction mixture was stirred at rt overnight. 
Potassium carbonate (10%, 100 mL) was added. The organic layer was separated, dried over 
sodium sulfate and then concentrated to obtain 4-propyl-2-cyanopyridine (2.5 g, 93%). It was th e n 
reflux e d in The crude nitrite was dissolved in aqueous hydrochloric acid (6N, 60 mL) for and 
refluxed overnight. The 4-propyl-2-carboxylic acid pyridine 10b (R 9 =propyl) was obtained after 
crystallization from acetonitrile (2g, 71%). 

Please replace paragraph [0249] with the following amended paragraph: 

[0249] To a mixture of 7-Me MTL HC1 salt 2b (R 1= Me, R 2 =Me) (200 mg, 0.69 mmol, 1 equiv) 
in dry DMF (1 .8 mL) at 0 °C was added triethylamine (0.50 mL, 3.61 mmol, 5.2 equiv), followed by 
the addition of BSTFA (0.28 mL, 1.04 mmol, 1.5 equiv). The reaction mixture was stirred at 0 °C 
for 10 minutes, and then was stirred at rt for 50 minutes. To the reaction mixture was added the 
acid 13a (341 mg, 0.90 mmol, 1.3 equiv) and HATU (423 mg, 1.1 1 mmol, 1.6 equiv). The reaction 
mixture was stirred at rt for 3 h. The reaction mixture was evaporated to dryness, taken up in ethyl 
acetate, washed with water (1 x), sat. NaHC03 (1 x) and brine. The organic layer was dried over 
Na2S04 and evaporated to give a yellow residue which was dissolved in methanol (20 mL) to which 
was added dry Dowex™8 ewex resin (250 mg). The reaction mixture was stirred at rt for 1 h. The 
resin was removed by filtration and the crude product eluted with 2M ammonia in methanol. The 
methanolic eluent was evaporated, and the resulting residue was purified by chromatography to 
provide a white solid 13b (R^Me, R 2 = Me, R 3 =H) (250 mg, 75%): >H NMR (300 MHz, CD 3 OD) 5 
8.46 (d, J = 1.8, 1), 8.30 (d, J = 5.4, 1), 7.98 (dd, J = 1.8, 5.1, 1), 5.25 (d, J = 6.0, 1), 4.32-4.23(m, 2), 
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4.09 (dd, J = 5.7, 10.2, 1), 3.87 (d,J = 3.0, 1), 3.54 (dd,J = 3.3, 10.2, 1), 2.24-2.15 (m, 1), 2.11 (s, 
3), 0.99-0.96 (m, 6); MS (ESPOS): 483.5 [M+H] + ; MS (ESNEG): 481.4 [M-H]\ 

Please replace paragraph [0255] with the following amended paragraph: 

[0255] To 4-butoxypyridine-2-carboxylic acid 15a (R 9 '=Butyl) (100 mg, 0.5 mmol) in DMF (2 
mL), 7-methyl ot-thiolincosaminide 2b (R =Me, R =Me) (147 mg, 0.5 mmol) was added, followed 
by HBTU (214 mg, 0.55 mmol) and DIEA (132 mg, 1 mmol). The reaction mixture was stirred at 
room temperature for 2 hr. The solvent was removed, and purification of the crude material was 
carried out by silica gel column chromatography to obtain compound 15b (R =Me, R =Me, R = 
butyl) (201 mg, 91%): *H NMR (300 MHz, CD 3 OD) 8 8.42 (m, 1), 7.96 (s, 1), 7.09 (m, 1), 5.27 (d, 
J=5.4, 1), 4.10-4.87 (m, 3), 3.85 (d, .7=3.3, 1), 3.76 (m, 1), 2.1 1 (m, 4), 1.81 (m, 2), 1.49 (m, 4), 0.99 
(m, 9). MS ( METHOD ES+ ESPOS) : 428 [M+H] + . 

Please replace paragraph [0311] with the following amended paragraph: 
[0311] A solution of pyridine l ib (m=2, R l =Me, R 2 =Me R 3 =H, R 9 =ethyl) (167 mg, 0.435 
mmol) in 3:2 methanol/water (20 mL) was added to platinum(IV)oxide (339 mg, 0.521 mmol) in a 
Parr bottle. Concentrated HC1 (52 |iL, 0.52 mmol) was then added. The bottle was purged, and 
charged with H2 to 65 psi and shaken for 24 h. The reaction mixture was filtered through celite and 
rinsed with methanol. The combined filtrate was evaporated to dryness and chromatographed on 
silica 88:12 to 80:20 dichloromethane: 0.25% ammonia in methanol to give 43 mg of a high Rf 
product and 49 mg of a mixed fraction. Chromatography of the low Rf fraction on fluorosil 84: 1 6 to 
80:20 dichloromethane: 0.25% ammonia in methanol provided 1 (6 (S) 4 (R) e thylpip e rid 6 yl) N 
(1 (R) [2 (S) 3 (S),1 (S),5 (R) trihydroxy 6 (R) (mothylthio)tctrahydropyran 2 yl] 2 mothylprop 
1 yl)acetamido the title compound (21 .9 mg, 12.9%), which was taken up in 1 : 1 acetonitrile: water 
(50 mL), 0.2|i millipore filtered, and cooled to 0°C. IN HC1 (67 ^L) in water (20 mL) was added 
and re-lyophilized to provide the title compound HC1 salt (24.0 mg) as a colorless powder. 

Please replace paragraph [0315] with the following amended paragraph: 
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[0315] Lincosamine 2b (R 1= Me, R 2 =CH 2 CN) (54.2 mg, 0.20 mmol) prepared by Method E was 
dissolved in DMF (0.7 mL). The reaction mixture was cooled to 0°C and triethylamine (170 jiL, 
1 .2 mmol) and BSTFA (96 |uL, 0.36 mmol) was added. The reaction mixture was allowed to warm 
to rt, and stirred at it for 1 h. 4-n-Propylhygric acid prepared by the method of Hoeksema, et al., J. 
Am. Chem. Soc, 1967, 89 2448-2452 (66.4 mg, 0.32 mmol) and HATU (149 mg, 0.39 mmol) were 
added, and the mixture was stirred at rt for 3 h. DMF was removed and the residue was dissolved in 
DCM (100 mL), washed with saturated NaHC0 3 (30 mL) and brine (30 mL), and dried over sodium 
sulfate. The residue obtained by removing the solvent was dissolved in methanol (20 mL) and 
treated with Dowex™ Dow e x resin H + (300 mg) for 1 5 min. The crude product was eluted from the 
resin by washing with 5% TEA in MeOH (25 mL x 15 min x 2) and 5% TEA in MeCN (25 mL x 
15 min). The combined eluent was evaporated to dryness and purified by silica gel column 
chromatography using 7% 0.25M NH 3 in methanol in dichloromethane as the eluent to provide the 
title compound (24 mg, 28%). 

Please replace paragraph [0325] with the following amended paragraph: 

[0325] Lincosamine intermediate 2b (R 1= Me, R 2 =Me), prepared by Method C, was dissolved in 
DMF (2 mL). Triethylamine (80 mg, 1 mmol) and BSTFA (307 mg, 1.1 mmol) were added, and the 
mixture was stirred at it for 1.5 h. Next, fusaric acid (143 mg, 0.7 mmol) and HATU (184 mg, 0.5 
mmol) were added, and the mixture was stirred at it for 3 h. DMF was removed and the residue was 
dissolved in EtOAc (50 mL), washed with sodium bicarbonate (10%, 30 mL) and brine (30 mL), 
and dried over sodium sulfate. The residue obtained by removing the solvent was dissolved in 
methanol and treated with Dowex™ Dow e x resin H + for 1 h. The crude product obtained by 
filtering the resin and removing the solvent was purified on silica gel column chromatography using 
10% methanol in dichloromethane as the eluent to give the title compound (100 mg, 61%). 

Please replace paragraph [0339] with the following amended paragraph: 

[0339] Boc 4-trans-Pentylproline 7d (R 9 =n-pentyl) (1 79 mg, 0.63 1 mmol), HATU (299 mg, 

0.789 mmol), and diethylisopropylamine (182 mg, 1.2 mmol) were added to lincosamine 
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intermediate 5b (R 1= Me) prepared by M e thod H method I (210 mg, 0.526 mmol) in DMF (3 mL) at 
0°C. The mixture was stirred at rt overnight. After removing DMF, the residue was taken in ethyl 
acetate and washed with saturated bicarbonate (30 mL). The organic portion was then dried over 
sodium sulfate and the solvent was removed to obtain the crude product. The crude product was 
purified by column chromatography using 30% ethyl acetate in hexanes as the eluent (200 mg, 
57%). Potassium carbonate (450 mg, 3.0 mmol) was added to the product (200 mg, 0.30 mmol) of 
the above reaction in methanol (3 mL) and water (1 mL), and the mixture was stirred at rt for 2 h. 
The solvent was removed and the residue obtained was taken in 30% trifluoroacetic acid in 
dichloroethane (10 mL) and dimethyl sulfide (0.5 mL) and stirred for 1 h. After removing the 
solvent, the crude product obtained was purified by column using 10% methanol in 
dichloromethane as the eluent (10 mg, 90%). 

Please replace paragraph [0342] with the following amended paragraph: 

[0342] Trifluoroacetic acid (5 mL) and water (0.33 mL) were added to a solution of the above 
syrup in dichloromethane (15 mL) with methyl sulfide (0.33 mL). The reaction mixture was stirred 
at rt for 1 h. The solvent was removed under vacuum and co-evaporated with toluene twice. The 
residue was purified by chromatography to provide 1 (2 (S) 4 (R) (3 p fluoroph e nyl)prop 1 
ylpyrrolidin 2 yl) N (1 (S) [2 (S) 3 (S), 1 (S), 5 (R) trihydroxy 6 (R) 

(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yl)ac e tamid e the title compound (90 mg, 62%) 
as a white solid. 

Please replace paragraph [0345] with the following amended paragraph: 

[0345] Trifluoroacetic acid (5 mL) and water (0.33 mL) were added to a solution of the above 
syrup in dichloromethane (1 5 mL) with methyl sulfide (0.33 mL). The reaction mixture was stirred 
at rt for 1 h. The solvent was removed under vacuum and co-evaporated with toluene twice. The 
residue was purified by chromatography to provide 1 [2 (S) 1 (R) (3,3 difluoroprop 1 
yl)pyrrolidin 2 - yl] - N - (l [3,1,5 trihydroxy 6 (m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 
yl)ac e tamid e the title compound (81 mg, 64%) as a white solid. 
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Please replace paragraph [0348] with the following amended paragraph: 
[0348] Trifluoroacetic acid (3 mL) and water (0.2 mL) were added to a solution of the above 
syrup in dichloromethane (9 mL) with methyl sulfide (0.2 mL). The reaction mixture was stirred at 
rt for 1 h. The solvent was removed under vacuum and co-evaporated with toluene twice. The 
residue was purified by chromatography to provide 1 (2 (S) 4 (R) (3 p chloroph e nyl)prop 1 
ylpyrrolidin 2 yl) N (1 (S) [2 (S) 3 (S), 1 (S), 5 (R) trihydroxy 6 (R) 

(mothylthio)tctrahydropyran 2 yl] 2 mothylprop 1 yl) acetamide the title compound (41 .6 mg, 42%) 
as a white solid. 

Please replace paragraph [0351] with the following amended paragraph: 

[0351] Trifluoroacetic acid (3 mL) and water (0.20 mL) were added to a solution of the above 
syrup in dichloromethane (9 mL) with methyl sulfide (0.20 mL). The reaction mixture was stirred 
at rt for 1 h. The solvent was removed under vacuum and co-evaporated with toluene twice. The 
residue was purified by chromatography to provide 1 [2 (S) 1 (S) (2,2 difluoropont 1 yl)pyrrolidin 
2 yl] N (1 [3,1,5 trihydroxy 6 (methylthio)totrahydropyran 2 yl] 2 methylprop 1 yl) acetamid e 
the title compound (56 mg, 62%) as a white solid. 

Please replace paragraph [0353] with the following amended paragraph: 

[0353] Triethylamine (0.18 mL, 1.26 mmol) and BSTFA (0.549 mL, 2.1 mmol) were added to 
the lincosamine intermediate 2b (R 1= Me, R 2 =Me) prepared by Method D (102 mg, 0.42 mmol) in 
DMF (5 mL) at 0°C, and the mixture was stirred at rt for 3 h. Acid 10b (R 9 =propyl) prepared by 
Method P (200 mg, 0.84 mmol) and HATU (319 mg, 0.84 mmol) were added and the mixture was 
stirred for 4 h at rt. DMF was removed and the residue was extracted with ethyl acetate (100 mL) 
and washed with saturated bicarbonate (40 mL). The product obtained by removal of solvent was 
taken up in methanol and treated with Dowex™P ewex H + resin for 1 h. After filtering the resin, 
methanol was removed to obtain the crude product. The crude product was then purified on silica 
gel column using 10% methanol in dichloromethane as the eluent to provide pyridine lib (R 1= Me, 
R 2 =Me, R 3 =H, R 9 =propyl) (117 mg, 58%). 
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Please replace paragraph [0357] with the following amended paragraph: 

[0357] DIEA (0.1 mL, 0.57 mmol) and liquid ethylene oxide (3 mL) were added to a stirred 

solution of crude 1 ( 1 n p e ntylpyrrolidin 2 yl) N (1 [3,4,5 trihydroxy 6 

fm e thylthio)t e trahydropyran 2 yl] 2 m e thvlprop 1 vU ac e tamid e 4-pentyl-pvrrolidine-2-carboxylic 
acid f2-methyl-l-(3A5-trihydroxy-6-methylsu^ 

prepared as in Example 10 (237.4 mg), in anhydrous methanol (10 mL), at 0°C and under nitrogen. 
The resulting solution was stirred at -4°C for 18 h and evaporated to dryness. The residue obtained 
was purified by chromatography over silica gel with an eluent of 5% m e thanol methanolic ammonia 
in dichloromethane. The desired fractions were evaporated and the residue lyophilized (deuterium 
oxide/anhydrous acetonitrile, 1:1, v/v, lOmL) to furnish the title compound as a fluffy white powder 
(50.1mg, 30.2%); TLC, R f = 0.68 (14% methanolic ammonia in dichloromethane); *H NMR (300 
MHz) 5 5.40 (d, J=5.8, 1), 4.55 (m, 1), 4.24 (s, 1), 4.17-4.11 (m, 1), 3.99-3.89 (m, 4), 3.69-3.65 (m, 
1), 3.47 (d, J=4.4, 2), 3.01 (m, 1), 2.33 (br s,4), 2.18 (s,4), 1.57-1.32 (m,9), 0.94-0.87 (m, 9). 
MS(ESPOS):464[M+H] + ;(ESNEG):497.5[M-H+HCl]. 

Please replace paragraph [0358] with the following amended paragraph: 

[0358] DIEA (O.lmL, 0.58 mmol, 1 equiv) and R(+)-propylene oxide (3 mL) were added to a 
stirred cool solution of crude 1 (2 (S) 1 (R) n p e ntylpyrrolidin 2 yl) N (1 [3,1,5 trihydroxy 6 
(m e thylthio)t e trahydropyran 2 yl] 2 m e thylprop 1 yl) ac e tamid e 4-pentyl-pvrrolidine-2-carb6xylic 
acid [2-methvl- 1 -( 3 ,4,5-trihvdroxy-6-methylsulfanvl-tetrahvdro-pvran-2-vl)-propvn-amide (307.6 
mg, 0.58 mmol, 1 equiv), prepared as in Example 10, in anhydrous methanol (lOmL), at 0°C and 
under nitrogen. The resulting solution was stirred at -4°C for 18 h and evaporated to dryness. The 
residue obtained was purified by chromatography over silica gel, with an eluent of 6% m e thanol 
methanolic ammonia in dichloromethane. The desired fractions were evaporated, and lyophilized 
(deuterium oxide/anhydrous acetonitrile, 1:1, v/v, 20mL) to furnish the title compound as a fluffy 
white powder (91mg, 48%). 
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Please replace paragraph [0360] with the following amended paragraph: 
[0360] Dimethyl sulfide (62 ^iL), TFA (1 mL), and water (62 ^iL) were added to a stirred 
solution of the Boc-protected 1 (2 (S) 4 (R) n pentylpyrrolidin 2 yl) N (1 [3,1,5 trihydroxy 6 
fm e thvlthio^t e trahvdropvran 2 vl] 2 m e thvlprop 1 vllac e tamide 4-pentyl-pvrrolidine-2-carboxylic 
acid [2-methvl-l'(3,4,5-trihvdroxv-6-methvlsulfanvl-tetrahvdro-pvran-2-vl)-propvl1-amide (92mg, 
0.18 mmol), prepared as in Example 10, in anhydrous dichloroethane (3 mL). The resulting 
solution was stirred at rt for 1 h and evaporated to dryness. Anhydrous methanol (8 mL) and DIEA 
(3 1 jxL, 0.1 8 mmol) were added to the residue obtained. The mixture was cooled to -4°C and S-(-)- 
propylene oxide (2 mL) was added. The resulting solution was stirred at -4°C for 1 8 h, evaporated 
to dryness, and purified by chromatography over silica gel, with an eluent of 6% m e thanol 
methanolic ammonia in dichloromethane. The desired fractions were evaporated and lyophilized 
(deuterium/anhydrous acetonitrile, 1:1, v/v, 8 mL) to furnish the title compound as a fluffy white 
powder (29.8 mg,31.2%). 

Please replace paragraph [0362] with the following amended paragraph: 

[0362] Triethylamine (0.2 mL, 1 .38 mmol, 3 equiv), followed by 3-bromo-l-propanol (60 ^iL, 
0.69 mmol, 1 .5 equiv), were added to a stirred solution of crude 1 (2 (S) ^ (R) n pentylpyrrolidin 
2 yl) N (1 (R) [2 (S) 3 (S), 1 (S), 5 (R) trihydroxy 6 (R) (m o thylthio)totrahydropyran 2 yl] 2 
m e thvlprop 1 vU ac e tamid e 4-pentyl-pyrrolidine-2-carboxylic acid f2-methvl-l-(3,4,5-trihvdroxv«6' 
methylsulfanvl-tetrahvdro-pvran-2-yl)-propvl1-amide (192.5 mg, 0.46 mmol, 1 equiv), prepared as 
in Example 10, in anhydrous acetonitrile (2 mL), under nitrogen. The resulting mixture was stirred 
at rt for 18 h and evaporated to dryness. The residue obtained was purified by chromatography over 
silica gel with an eluent of 5% methanol methanolic ammonia in dichloromethane. The desired 
fractions were pooled together, evaporated to dryness, and lyophilized to furnish the title compound 
as a white fluffy powder (13.5 mg, 6%). 

Please replace paragraph [0364] with the following amended paragraph: 
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[0364] Ethylene oxide (0.6 mL) was added to a solution of 1 [2 (S) <\ (R) (3 methylbut 1 
yl)pyrrolidin 2 yl] N (1 (R) [2 (S) 3 (S), 4 (S), 5 (R) trihydroxy 6 (R) (mothylthio) 
tetrahvdropvran 2 vl] 2 m e thvlprop 1 vnacotamid e 4-(3-methvl'butvn-pvrrolidine-2-carboxvlic 
acid [2-methvl- 1 -(3 A54rihydroxY-6-methylsulf^^ (35.1 
mg, 0.084 mmol), prepared as in Example 9, in methanol (3 mL), at 0°C. The reaction mixture was 
stirred at 4°C overnight. Additional ethylene oxide (0.6 mL) was added and stirred at 4°C 
overnight. The reaction mixture was concentrated and purified by chromatography to give a whit e 
solid, 1 [2 (S) 1 (R) (3 m e thylbut 1 yl) N (2 hydroxyoth 1 yl)pyrrolidin 2 yl] N (1 (R) [2 (S) 3 
(S), 1 (S), 5 (R) trihydroxy 6 (R) (mothylthio)tetrahydropyran 2 yl] 2 mothylprop 1 yljacotamid e 
the title compound as a white solid (24.1 mg, 62%). 

Please replace paragraph [0366] with the following amended paragraph: 

[0366] Ethylene oxide (0.4 mL) was added to a solution of 1 [2 (S) 1 (R) (3,3 difluoroprop 1 
yl)pyrrolidin 2 yl] N (1 (R) [2 (S) 3 (S), 1 (S), 5 (R) trihydroxy 6 (R) 
fmethvlthiolt e trahydropvmn 2 vl] 2 m e thvlprop 1 vHac e tamid e 4-(33-difluoro-propyl> 
pyrrolidine-2-carboxylic acid r2-methyl-l -(3.,4,54rihydroxv-6-methvlsulfanyl-tetrahvdro-pvran-2- 
yD-propvll -amide , prepared as in Example 14 (29.7 mg, 0.07 mmol), in methanol (2 mL), at 0°C. 
The reaction mixture was stirred at 4°C overnight. Additional ethylene oxide (0.4 mL) was added 
and stirred at 4°C overnight. The reaction mixture was concentrated and purified by 
chromatography to give a whit e solid, 1 [2 (S) 4 (R) (3 m e thylbut 1 yl) N (2 hydroxy e th 1 
yl)pyrrolidin 2 yl] N (1 (R) [2 (S) 3 (S), 1 (S), 5 (R) trihydroxy 6 (R) 

fm e thvlthio^t e trahvdropvran 2 vl] 2 m e thvlprop 1 vU ac e tamid e the title compound as a white solid 
(19.3 mg, 59%). 

Please replace paragraph [0373] with the following amended paragraph: 

[0373] Then to 7-methyl a-thiolincosaminide 2b (R 1= Me, R 2 =Me) (90 mg, 0.35 mmol) in DMF 
(2ml), TEA (72 mg, 0.7 mmol), BSTFA (276 mg, 1.05 mmol) were added at 0 °C and stirred at 
room temperature for 1.5 hr. Then the acid (10b) (R 9 =pentyl) (138 mg, 0.7 mmol) and HATU (165 
mg, 0.53 mmol) was added to the reaction mixture, and stirred at room temperature overnight. DMF 
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was completely removed, the residue was taken up in EtOAc (50 mL), washed with sodium 
bicarbonate (10%, 50 mL), brine (50 mL). The product obtained after drying over magnesium 
sulfate and concentration was taken up in methanol (10 mL) and treated with Dowex polymeric 
sulfonic acid H* NR 50 resin (150 mg) for 3 hr. The resin was filtered and the solvent was removed. 
Purification of the crude product was carried out silica gel column chromatography using 3% 
MeOH in DCM as eluent to obtain compound lib (R 1= Me, R 2 =Me R 3 =H, R 9 =pentyl) (90 mg, 
59%): 

Please replace paragraph [0381] with the following amended paragraph: 

[0381] To 7-methyl ot-thiolincosaminide, compound 2b (R 1= Me, R 2 =Me), (90 mg, 0.35 mmol) 
in DMF (2 mL), TEA (72 mg, 0.7 mmol), BSTFA (276 mg, 1 .05 mmol) were added at 0°C and left 
stirred at room temperature for 1 .5 hr. Then compound 10b (R 9 = methoxy) (109 mg, 0.7 mmol) and 
HATU (165 mg, 0.53 mmol) were added to the reaction mixture, and stirred at room temperature 
overnight. The DMF was completely removed and the residue was taken up in EtOAc (50 mL), 
washed with sodium bicarbonate (10%, 30 mL), brine (30 mL), and dried over magnesium sulfate. 
The solvent was removed to obtain a brown oil-like liquid, which was dissolved in methanol (10 
mL) and treated with Dowex™ polymeric sulfonic acid H* NR 50 resin for 1 hr. The resin was 
filtered, and the solvent was removed to obtain the crude material. Purification was carried out on 

1 2 

silica gel column chromatography using EtOAc as eluent to obtain compound lib (R =Me, R =Me 
R 3 =H, R 9 =methoxy) (100 mg, 72%). 

Please replace paragraph [0396] with the following amended paragraph: 

[0396] To the amine, compound 2b (R 1= Me, R 2 =Me), (140 mg, 0.56 mmol) in DMF (3 mL), 
BSTFA (0.59 mL, 2.24 mmol) and triethylamine (0.18 mL, 1.26 mmol) were added at 0°C and the 
reaction mixture was stirred at room temperature for 3 hours. Acid 10b (R 9 = isopropyl) (188 mg, 
1.13 mmol) and HATU (319 mg, 0.84 mmol) were combined and left stirred for further 4 hours at 
room temperature. The DMF was removed and the residue was extracted with ethyl acetate (100 
mL) and washed with saturated bicarbonate (40 mL). The product obtained on removal of solvent 
was taken up in methanol and treated with Dowex™D ewex IT 1 " resin for 1 hour. After filtering the 



pa-9 17886 



Application No.: 10/777,455 



36 



Docket No.: 342312004920 



resin, methanol was removed to obtain the crude product. It was then purified on silica gel column 
using 10% methanol in dichloromethane as eluent to provide compound lib (R =Me 5 R =Me 
R 3 =H, R 9 = isopropyl) (120 mg, 53 %). 

Please replace paragraph [0404] with the following amended paragraph: 

[0404] To the amine, compound 2b (R*=Me, R 2 =Me) 5 (140 mg, 0.56 mmol) in DMF (3 mL), 
BSTFA (0.59 mL, 2.24 mmol) and triethylamine (0.18 mL, 1.26 mmol) were added at 0 °C and then 
stirred at room temperature for 3 hours. Acid 10b (R 9 = butyl) (203 mg, 1.13 mmol) and HATU 
(319 mg, 0.84 mmol) were added and the reaction mixture was stirred for 4 more hours at room 
temperature. The DMF was removed and the residue was extracted with ethyl acetate (100 mL) and 
washed with saturated bicarbonate (40 mL). The product obtained on removal of solvent was taken 
up in methanol and treated with Dowex™ Bewex Yf resin for 1 hour. After filtering the resin, 
methanol was removed to obtain the crude product. The product was then purified on silica gel 
column using ethyl acetate as eluent to provide for compound lib (R 1= Me, R 2 =Me R 3 =H, R 9 = 
butyl) (200 mg, 86 %). 

Please replace paragraph [0410] with the following amended paragraph: 

[0410] To the amine 2b (R*=Me, R 2 =Me) (102 mg, 0.42 mmol) in DMF (5 mL), BSTFA (0.549 
mL, 2.1 mmol) and triethylamine (0.183 mL, 1.26 mmol) was added at 0 °C and then stirred at room 
temperature for 3 hours. Acid 10b (R 9 =phenyl) (158 mg, 0.80 mmol) and HATU (302 mg, 0.80 
mmol) were added and the reaction was stirred for an additional 4 hours at room temperature. The 
DMF was removed and the residue was extracted with ethyl acetate (100 mL) and washed with 
saturated bicarbonate (40 mL). The product obtained on removal of solvent was taken up in 
methanol and treated with Dowex™D ewex H* resin for 1 hour. After filtering the resin, methanol 
was removed to obtain the crude product. The resulting residue was then purified by silica gel 
chromatography using 10% methanol in dichloromethane as eluent to provide compound 
llb(R 1 =Me, R 2 =Me R 3 =H, R 9 ' = phenyl) (50 mg, 58 %). 

Please replace paragraph [0457] with the following amended paragraph: 



pa-917886 



Application No.: 10/777,455 



37 



Docket No.: 342312004920 



[0457] To a solution of the prafaet -title compound of Example [[42]]39 (17.9 mg, 0.039 mmol) 
in MeOH (2 mL) at 0 °C was added ethylene oxide (0.4 mL). The reaction mixture was stirred at 4 
°C overnight. The reaction mixture was concentrated and purified by chromatography to give the 
title compound as a white solid (8.2 mg, 42%). 

Please replace paragraph [0459] with the following amended paragraph: 

[0459] Compound 14c (R 9 = 2,2 difluoroothvl 33-difluoro-propvn is prepared using the 

methods described in Method R. 

Please replace paragraph [0467] with the following amended paragraph: 
[0467] To a solution of 4-(3,3-difluoro-propyl)-pyridine-2-carboxylic acid methyl ester (130 
mg, 0.6 mmol) ([[or]] compound 14c [[(]]R 9 = 33-difluoro-propyl 2,2 difluoro e thyl ) pr e pared in th e 
pr e vious st e ps) in MeOH (3 mL) and water (3 mL) were added cone. HC1 (0.25 mL, 3.0 mmol, 5 
equiv) and platinum oxide (65 mg). The mixture was purged and charged with hydrogen (1 atm) 
and stirred overnight. The platinum oxide was removed by filtration and the filtrate was evaporated 
to give a clear syrup. To the above residue were added 2N NaOH (1 .21 mL) and t-butyl alcohol 
(0.7 mL). The mixture was stirred at rt for 2 hrs. Then di-t-butyl dicarbonate (0.16 g, 0.73 mmol) 
was added. The mixture was stirred at rt overnight. The solvent was removed under vacuum. The 
residue was diluted with water (10 mL), was washed with ether (20 mL). The aqueous layer was 
acidified with 2N HC1 to pH = 2.0, and extracted with ethyl acetate (2x). The combined organic 
layers were dried and concentrated to give 4-(3,3-[[D]]difluoro-propyl)-piperidine-l,2-dicarboxylic 
acid 1-tert-butyl ester as a clear syrup (163 mg, 88 %) 

Please replace paragraph [0480] with the following amended paragraph: 

[0480] To a mixture of the HC1 salt of compound 2b (R 1= Me, R 2 =Me) (153 mg, 0.53 mmol, 1 
equiv) in dry DMF (1.3 mL) at 0°C was added triethylamine (0.37 mL, 2.66 mmol, 5 equiv), 
followed by the addition of BSTFA (0.21 mL, 0.80 mmol, 1.5 equiv). The reaction mixture was 
stirred at 0°C for 10 minutes, and then was stirred at rt for 50 minutes. To the reaction mixture were 
added the 4-(4,4-difluoro-butyl)-piperidine-l,2-dicarboxylic acid 1-tert-butyl ester (196 mg, 0.61 
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mmol, 1.15 equiv) and HATU (293 mg, 0.77 mmol, 1 .45 equiv). The reaction mixture was stirred 
at rt for 3 h. The reaction mixture was evaporated to dryness, taken up in ethyl acetate, washed with 
10% citric acid (lx), water (lx), sat. NaHCC>3 (lx) and brine. The organic layer was dried over 
Na2S0 4 and evaporated to give the crude product as a syrup. The residue was dissolved in methanol 
(20 mL), then dried and washed Dowex™e ewex resin (100 mg) was added. The mixture was 
stirred at rt for 30 minutes, and filtered. The filtrate was concentrated to give a clear syrup, which 
was purified by chromatography to give a clear syrup (0.25g, 85 %). 

Please replace paragraph [0496] with the following amended paragraph: 

[0496] To a mixture of the HC1 salt of compound 2b (R 1= Me, R 2 =Me) (223.7 mg, 0.78 mmol, 1 
equiv) in dry DMF (1.9 mL) at 0°C was added triethylamine (0.54 mL, 3.89 mmol, 5 equiv), 
followed by the addition of BSTFA (0.3 1 mL, 1.17 mmol, 1 .5 equiv). The reaction mixture was 
stirred at 0°C for 10 minutes, and then was stirred at rt for 50 minutes. To the reaction mixture were 
added 4-(5,5-difluoro-pentyl)-piperidine-l,2-dicarboxylic acid 1-tert-butyl ester (272 mg, 0.81 
mmol, 1.05 equiv) and HATU (391 mg, 1.03 mmol, 1.32 equiv). The reaction mixture was stirred 
at rt for 3 h. The reaction mixture was evaporated to dryness, taken up in ethyl acetate, washed with 
10% citric acid (lx), water (lx), sat. NaHC0 3 (lx) and brine. The organic layer was dried over 
Na 2 S04 and evaporated to give a residue. The residue was dissolved in methanol (30 mL), then dry 
and washed Dowex™ Pewex resin (150 mg) was added. The mixture was stirred at rt for 1 h and 
filtered. The filtrate was concentrated to give a clear syrup, which was purified by chromatography 
to give a clear syrup (0.26 g, 72 %). 

Please replace paragraph [0505] with the following amended paragraph: 

[0505] To a mixture of the HC1 salt of compound 2b (R 1= Me, R 2 =Me) (213.8 mg, 0.74 mmol, 
1 equiv) in dry DMF (1.8 mL) at 0 °C was added triethylamine (0.52 mL, 3.72 mmol, 5 equiv), 
followed by the addition of BSTFA (0.30 mL, 1.12 mmol, 1.5 equiv). The reaction mixture was 
stirred at 0 °C for 10 minutes, and then was stirred at rt for 50 minutes. To the reaction mixture 
were added the 4-(5-fluoro-pentyl)-piperidine-l,2-dicarboxylic acid 1-tert-butyl ester as a syrup 
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(244 mg, 0.77 mmol, 1.04 equiv) and HATU (370 mg, 0.97 mmol, 1.31 equiv). The reaction 
mixture was stirred at rt for 3 h. The reaction mixture was evaporated to dryness, taken up in ethyl 
acetate, washed with 10% citric acid (lx), water (lx), sat. NaHC0 3 (lx) and brine. The organic 
layer was dried over Na 2 SC>4 and evaporated to give a residue. The residue was dissolved in 
methanol (30 mL), then dry and washed Dowex™e ewex resin (140 mg) was added. The mixture 
was stirred at rt for 1 h and filtered. The filtrate was concentrated to give a clear syrup, which was 
purified by chromatography to give a clear syrup (212 mg, 52 %). 

Please replace paragraph [0531] with the following amended paragraph: 

[0531] The title compound was made using the synthetic sequence found in Method S starting 
from 4-hydroxypyridine-2-carboxylic acid 10b (R 9 = hydroxy) substituting l-bromo-4-fluoro- 
butane 1 fluorobutyl bromid e as the alkylating agent. 

Please replace paragraph [0533] with the following amended paragraph: 

[0533] To a solution of Boc 7-Methylene MTL (P=Boc, R 1= Me, [[R 2 ]]R!>CH 2 ) prepared from 
compound 2a (P=Boc, R l= Me) by Method D (391mg, 1.1 mmol) in a solution of dichloroethane (10 
mL) and dimethylsulfide (0.4 mL, 2.5 mmol) was added, TFA (5 mL) containing water (0.4 mL) 
and the reaction mixture stirred at rt for 45min. The solvent was removed and the residue 
evaporated twice from DCE to obtain the crude product. The product was obtained as an HC1 salt by 
precipitation from ethyl acetate (4 mL) at 0 °C by addition of 2M HC1 in ether, and dried under 
vacuum (351mg g, 86%). The white solid product was used in the next reaction without additional 
purification. 

Please replace paragraph [0540] with the following amended paragraph: 

[0540] The title compound was made using the synthetic sequence found in Method S starting 
from 4-hydroxypyridine-2-carboxylic acid substituting 1 -bromo-3-fluoro-propane 3 - fluoropropyl 
bromid e as the alkylating agent. 

Please replace paragraph [0544] with the following amended paragraph: 



pa-9 17886 



Application No.: 10/777,455 



40 



Docket No.: 342312004920 



[0544] The title compound was made using the synthetic sequence found in general Method S 
starting from 4-hydroxypyridine-2-carboxylic acid substituting 3 -bromo- 1,1,1 -trifluoro-propane 3- 
trifluoro e thyl bromid e as the alkylating agent. 

Please replace paragraph [0551] with the following amended paragraph: 

[0551] To the amine 2b (R 1= Me, R 2 =Me) (200 mg, 0.79 mmol) in DMF (2ml), TEA (161 mg, 
1 .6 mmol), BSTFA (614 mg, 2.4 mmol) was added at 0 °C and stirred at room temperature for 1 .5 
hr. Acid 10b (R 9 = isobutyl) (214 mg, 1 .2 mmol) and HATU (368 mg, 1 .2 mmol) was added and let 
stirred at room temperature for 4 hours. DMF was removed and the residue was extracted with 
EtOAc (50 mL), washed with sodium bicarbonate (10%, 50 mL), brine (50 mL) and dried over 
magnesium sulfate. The product obtained on removal of solvent was dissolved in methanol (10 mL) 
and treated with Dowex™ polymeric sulfonic acid H* NR 50 resin (300 mg) for 3 hr. After filtering 
the resin, methanol was removed to obtain the crude product. It was then purified on silica gel 
column chromatography using 3% MeOH in DCM to obtain compound lib (R 1= Me, R 2 =Me, 
R 3 =H, R 9 =isobutyl) (200 mg, 60%). 

Please replace paragraph [0557] with the following amended paragraph: 
[0557] To a stirred solution of (2S, 4R)-4-hydroxyproline (Aldrich) (25 g, 108 mmol) in 
methanol (50 mL) at 0 °C was added trimethylsilyldiazomethene (24.6 g, 216 mmol). The mixture 
was stirred at 0 °C for 1 hour. The residue obtained on removal of solvent and purification by 
column chromatography using 50% ethyl acetate in hexanes (27 g, 100%) was used in the next step. 
To oxalyl chloride (15 g, 1 18 mmol) in DCM (15 mL) at -78 °C, DMSO (18.6 mL, 236 mmol) was 
added slowly over 15 minutes. After the completion of addition, the above product (2S, 4R)-N- 
Boc-4-hydroxyproline methylester (26.5 g, 108 mmol) in DCM (100 mL) was added at -78 °C fe* 
dropwise over 20 minutes. Triethylamine (54.6 g, 540 mmol) was added followed by stirring at 
room temperature for 2 hours. The reaction mixture was then washed with 10% aq HC1 (200 mL) 
and the organic layer was separated and dried over sodium sulfate. The crude product obtained on 
removal of solvent was purified on silica gel column chromatography using 50% EtoAc in hexanes 
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to obtain 4-oxo-pyrrolidine-L2-dicarboxvlic acid 1-fert-butyl ester 2-methyl este r (2S, 4R) N Boc - 
1 K e toprolin o m o thyl o st o r (20 g, 78%). 

Please replace paragraph [0559] with the following amended paragraph: 
[0559] To a stirred solution of 4-oxo-pyrrolidine-L2-dicarboxylic acid l-fer/-butvl ester 2- 
methvl ester (2S, 1R) N Boc 1 Kotoprolino mothylostor (1 g, 4.11 mmol) in THF(lOmL), 
tetraallyltin (1.08 mL, 4.52 mmol) in dry THF was added, then cooled to 0 °C before 
borontrifluoride etherate (0.520 mL, 4.1 1 mmol) was added drop wise. The mixture was stirred at 0 
°C for lh and then at room temperature for an additional 2 hours. Potassium fluoride (360 mg in 
5mL water) and celite (1 g) was added and the reaction mixture was stirred for an hour. The 
reaction mixture was filtered and concentrated to dryness and the residue was dissolved in DCM 
(200 mL), washed with water (lOOmL) and brine 100 mL), dried over MgS0 4 and evaporated to 
dryness. T he residue obtained on removal of solvent was purified by silica gel column 
chromatography using 50% EtOAc in hexanes to obtain 4-allyl-4-hydroxv-pyrrolidine- 1 2- 
dicarboxylic acid 1-ferf-butyl ester 2-methyl ester 1 Hydroxy 4 allylproline m e thyl e st e r (0.94 g, 
80%). 

Please replace paragraph [0561] with the following amended paragraph: 

[0561] To a stirred solution of DAST (1.06 g, 6.58 mmol) in DCM (10 mL) at -78 °C, 4-allyl-4- 
hydroxy-pyrrolidine-L2-dicarboxylic acid 1-fert-butyl ester 2-methvl este r 1 hydroxy 1 allylprolin e 
m e thyl e st e r (940 mg, 3.3 mmol) in dry DCM (10 mL) was added slowly. The mixture was then 
stirred at -78 °C for lh, then at -10 °C for an additional lh. DCM (50 mL) was added, quenched 
with NH4CI (10%, 150 mL) and the organic layer was separated, dried over sodium sulfate and 
evaporated to dryness. The residue obtained on removal of solvent was purified by silica gel column 
chromatography using 5% EtOAc in hexanes as eluent to obtain 4-allvl-4-fluoro-pyrrolidine-K2- 
dicarboxylic acid 1-tert-butyl ester 2-methyl ester 4 fluoro A allylprolin e methyl e st e r (330 mg, 
34%). 

Please replace paragraph [0563] with the following amended paragraph: 
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[0563] To a solution of 4-allvl-4-fluoro-pvrrolidine-h2-dicarboxvlic acid 1-terf-butvl ester 2- 
methyl ester 4 fluoro 1 allylprolin e m e thyl e st e r (0.33 g, 1.15 mmol) in MeOH (15 mL) was added 
10% Pd/C (40 mg) and hydrogenated at 1 atmosphere. The catalyst was removed by filtration 
filt e r e d through celite and washed with methanol. To the product obtained on removal of solvent 
(330 mg, 1.15 mmol) in THF (12 mL) was added [[aq]] lithium hydroxide monohydrate (60 mg, 
1.38 mmol). The reaction mixture was stirred at room temperature overnight. THF was removed and 
the residue was taken up in ethyl acetate (50 mL), washed with 10% citric acid (100 mL) and brine 
(20 mL). Removal of solvent resulted in 4-allyl-4-propyl-pyrrolidine-L2-dicarboxylic acid \-tert- 
butyl ester 1 fluoro 4 propylprolin e (3 1 0 mg, 1 00%). 

Please replace paragraph [0565] with the following amended paragraph: 

[0565] To a solution of 4"allyl-4-propyl-pyrrolidine-L2-dicarboxylic acid 1-fert-butyl ester- 4- 
fluoro A propylproline (310 mg, 1.15 mmol) in DMF (3 mL) at 0 °C, 7-Methyl MTL 2b (R 1 -Me, 
R 2 =Me) (272 mg, 1.15 mmol), HBTU (469 mg, 1.3 mmol) and DIEA (290 mg, 2.3 mmol) was 
added, left stirred at room temperature for 16 hours. DMF was removed and the residue obtained 
was purified by 3% MeOH in DCM(40 mg, 93%). The product from the column purification was 
taken in DCE (6 mL), to which triethylsilane (0.16 mL), TFA (2 mL) and water (0.16 mL) was 
added and stirred at room temperature for 1 .5 hours. Removal of solvent followed by purification on 
silica gel column chromatography using 10% MeOH in DCM resulted in the title compound as 
isomeric mixtures with lower [[RF]]Rf fraction (160 mg, 50%). 

Please replace paragraph [0566] with the following amended paragraph: 

[0566] l U NMR (300 MHz, CD 3 OD) 6 5.25 (d, J=5.7, 1), 4.46 (m, 1), 4.24 (dd, J=5.7, 10.2, 1), 
4.08 (m, 2), 3.81 (d, J=2.4, 1), 3.52 (m, 3), 2.73 (m, 1), 2.10 (m, 4), 1.88 (m, 2), 1.50 (m, 2), 0.99 (t, 
J-7.5, 3), 0.91 (dd, J=3.0, 6.9, 6); MS (ESPOS): 409 [M+H] + ; and higher Rf fraction (40 mg, 12%). 
! H NMR (300 MHz, CD 3 OD) 6 5.38 (d, J=5.4, 1), 4.46 (m, 1), 4.24 (dd, J=2.7, 7.2, 1), 4.08 (m, 2), 
3.81 (d, J=2.4, 1), 3.64 (m, 3), 2.73 (m, 1), 2.11 (m, 4), 1.84 (m, 2), 1.47 (m, 2), 0.98 (t, J=7.5, 3), 
0.91 (dd, J=3.0, 6.9, 6); MS ( METHOD ESPOS): 409 [M+H] + . 
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Please replace paragraph [0567] with the following amended paragraph: 
[0567] To ethyl acetylene (140 mg, 2.6 mmol) in THF (5 mL) at -78 °C, n-butyllithium (1 . 1 
mL, 2.6 mmol) was added with stirring at -78 °C for 1 hour. Then 4-oxo-pyrrolidine-L2- 
dicarboxylic acid 1-fert-butyl ester 2-methyl ester n (t e rt Butoxycarbonvl) L prolin e 1 k e ton e 
(prepared as described in the example 56) (570 mg, 2.3 mmol) in THF (5 mL) was added at -78 °C 
with stirring for 2 tu the reaction mixture was then allowed to hours and th e n let it warm to -40 °C 
over 1 h[[our]]. The reaction mixture was extracted with EtOAc (20 mL), washed with saturated 
NH4CI (5 mL) and dried over sodium sulfate. Purification of the crude product was carried out by 
silica gel chromatography using 50% EtOAc in hexane to obtain the 4-butyl-4-hvdroxv-pvrrolidine- 
L2-dicarboxylic acid 1-fert-butyl ester 2-methvl ester N boc 1 butyl 1 hydroxy prolin e m e thyl e st e r 
(520 mg, 73%). To the DAST (556 mg, 3.4 mmol) in DCM (5 mL) at -78 °C, was added a solution 
of the above ester (520 mg, 1 .7 mmol) in DCM (5 mL) at -78 °C and stirred for 1 hour. The reaction 
mixture was extracted with DCM (50 mL) and washed with NaHC0 3 (30 mL, 10%). The product 
obtained after removal of solvent was purified by silica gel chromatography using 5% EtOAc in 
hexanes to obtain 4-butyl-4-fluoro-pyrrolidine-L2-dicarboxylic acid l-fer/-butyl ester 2-methvl 
ester N (t e rt butoxycarbonyl) L prolin e 1 fluoro 4 butan e (276 mg, 52%). 

Please replace paragraph [0569] with the following amended paragraph: 

[0569] To a solution of 4-butyl-4-fluoro-pyrrolidine-L2-dicarboxvlic acid 1-fert-butvl ester 2- 
methyl ester N (tert butoxycarbonyl) L prolin e 4 fluoro 4 butan e (270 mg, 0.89 mmol) in THF (12 
mL) and water (4 mL), was added lithium hydroxide monohydrate (45 mg, 1 .07 mmol). The 
reaction mixture was stirred at room temperature for 16 hours. THF was removed under vacuum 
and the residue was taken up in ethyl acetate (150 mL), washed with 10% citric acid (100 mL) and 
brine (20mL). Removal of solvent provided 4-butyl"4-fluoro-pyrrolidine-L2-dicarboxylic acid 1- 
fert-butyl ester r e sult e d in N (t e rt butoxy) L prolin e 4 fluoro 4 butyl 2 carboxylic acid (260 mg, 
100%). 

Please replace paragraph [0571] with the following amended paragraph: 
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[0571] To a solution of 4-butyl-4-fluoro-pyrrolidine-L2-dicarboxvlic acid l-fer/-butyl ester N- 
(t e rt butoxy) L prolin e 1 fluoro 4 butyl 2 carboxylic acid (135 mg, 0.46 mmol) in DMF (3 mL) at 
0 °C, 7-Methy MTL 2b (R 1 =Me, R 2 =Me) (135 mg, 0.46 mmol), HBTU (194 mg, 0.51 mmol), 
DIEA (120 mg, 0.93 mmol) was added, left it at room temperature for 16 hours. The product 
obtained after removing DMF and purification by column chromatography using 5% MeOH in 
DCM (189 mg, 77%) was taken in DCE (6 mL). Triethylsilane (0.16 mL), TFA (2 mL) and water 
(0.16 mL) was added, stirred at room temperature for 1.5 hours. The residue obtained on removal of 
solvent was purified by column chromatography using 10% MeOH in DCM to obtain the title 
compound (156 mg, 96%). 

Please replace paragraph [0575] with the following amended paragraph: 

[0575] The title compound was made using the synthetic sequence found in Method S starting 
from 4-hydroxypyridine-2-carboxylic acid, substituting 1 -bromo-2-methoxy-ethane 2 methoxy e thyl 
bromid e as the alkylating agent. 

Please amend the abbreviation designation on page 58, line 14 as follows: 



d [[D]] 



Doublet 



Please amend the abbreviation designation on page 59, line 18 as follows: 
mm[[Min]] = minutes 



Please amend the abbreviation designation on page 59, line 20 as follows: 



mm [[Mm]] 



millimeter 



On page 87, please amend the title for Example 1 as follows: 



Example 1 
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Preparation of 1 ( 4 cthylpipcrid 6 - yl) iV (l - [3, 4 ,5 trihydroxy 6 
(methylthio)tetrahydropyran 2 yl] 2 methylprop! yl)acetamidc 
4-Ethyl-piperidine-2-carboxvlic acid [2-methvl-l-(3,4,5-trihvdroxv-6-methvlsulfanvl- 

tetrahydro-pyran-2-yl)-propyI]-amide 



On page 88, please amend the title for Example 2 as follows: 

Example 2 

Preparatiaon of 1 (4 n propyl N mcthylpyrrolidin 2 yl) N (1 [3,4,5 trihydroxy 6 

(mcthylthio_tctrahydropyran 2 61] 2 - mcthylprop 1 yljacctamidc 
l-Methvl-4-propvl-pyrrolidine-2-carboxvlic acid f2-methvM-(3,4,5-trihvdroxy-6- 
methvlsulfanvl-tetrahvdro-pvran-2-vn-propvll-amide 



On page 89, please amend the title for Example 3 as follows: 

Example 3 

Preparation of 1 ( 4 n propyl N mcthylpyrrolidin 2 yl) N (1 [3,4,5 trihydroxy 6 
(mcthylthio)tctrahydropyran - 2 yl] 2 methyl 3 cyanoprop - 1 yljacctamidc 
l-Methyl-4-propvl-pyrrolidine-2-carboxylic acid [3-cyano-2-methyl-l-(3,4,5-trihydroxv-6- 
methylsulfanyl-tetrahydro«pyran-2-yl)-propyl]-amide 

On page 90, please amend the title for Example 4 as follows: 

Example 4 

Preparatiaon of l - ( -4- cthylpipcridyl) N (1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran - 2 - yl] 2 hydroxy - 2 - methylprop 1 yljacctamidc 
4-Ethyl-piperidine-2-carboxylic acid [2-hydroxy-2-methyl-l-(3,4,5-tridroxy-6-methylsulfanyl- 

tetrahydro-pyran-2-yl)-propyll-amide 



On page 91, please amend the title for Example 5 as follows: 

Example 5 

Preparation of 1 ( 4 n propyl N mcthylpyrrolidin 2 yl) N [1 [3,4,5 trihydroxy 6 
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(mcthylthio)tctrahydropyran 2 - yl] - 2 - hydroxyiminoprop - l - yl)acctamidc 
l-MethvI-4-propyl-pYrrolidine-2-carboxvlic acid [2-hydroxyimino-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide 



On page 91, please amend the title for Example 6 as follows: 

Example 6 

Preparation of 1 ( 4 n propyl jV - mcthylpyrrolidin - 2 yl)jV (1 - [3, 4 ,5 trihydroxy 6 
(mcthylthio)tetrahydropyran - 2 yl] 2 mcthoxyiminoprop l - yl)acctamide 
l-Methyl-4-propyl-pyrrolidine-2-carboxylic acid [2-methoxyimino-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyll-amide 



On page 92, please amend the title for Example 7 as follows: 

Example 7 

Preparation of 1 ( 3 n - butylpipcrid 6 yl) N (1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2 mcthylprop 1 yljacctamide 
5-Butyl-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6-methyIsulfanyl- 

tetrahydro-pyran-2-yl)-propyll-amide 



On page 93, please amend the title for Example 8 as follows: 

Example 8 

Preparation of 1 ( 4 (R,S)n - pentylpyrrolidin - 2 - yl) - N - (l [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahy dropyran - 2 yl] 2 mcthylprop 1 yl) acctamidc 
4-Pentyl-pyrrolidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6-methylsulfanyl 

tetrahvdro-pvran-2-vl)-propvl1-amide 



On page 94, please amend the title for Example 9 as follows: 

Example 9 
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Preparation of 1 [ 4 (3 mcthylbut 1 yl)pyrrolidin 2 yl] N (1 [3, 4 ,5 trihydroxy 6 

(mcthylthio)tctrahydropyran 2 yl] 2 mcthylprop 1 yljaectamide 
4-(3-Methvl-butvl)-pvrrolidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihvdroxv-6- 
methvlsulfanvl-tetrahvdro-pvraii-2-vl)-propvll-amide 



On page 95, please amend the title for Example 10 as follows: 

Example 10 

Preparation of 1 ( 4 n pcntylpyrrolidin - 2 - yl) N (1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran - 2 yl] - 2 mcthylprop 1 yl) acctamide 
4-PentYl-pyrrolidine-2-carboxYlic acid f2-methvl-l-(3,4,5"trihvdroxv-6-methvlsulfanyl- 

tetrahvdro-PYran-2-vlVpropyll-amide 



On page 96, please amend the title for Example 1 1 as follows: 

Example 11 

Preparation of l - ( 4 n propyl N mcthylpyrrolidin 2 yl) N (1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2,2 difluoroprop 1 yl) acctamide 
l-Methvl-4-propvl-pyrrolidine-2-carboxylic acid r2J-difluoro-l-(3,4,5-trihydroxy-6- 
methvlsulfanvl-tetrahydro-pvran"2-vl)-propyll-amide 



On page 97, please amend the title for Example 12 as follows: 

Example 12 

Preparation of 1 ( 4 n pcntylpyrrolidin 2 yl) N [1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2,2 difluoroprop 1 yl) acctamide 
4-Pentvl-pyrrolidine-2-carboxylic acid f2,2-difluoro-l-(3,4,5-trihvdroxv-6-methvlsulfanyl- 

tetrahvdro-pvran-2-vD-propyll-amide 



On page 98, please amend the title for Example 13 as follows: 

Example 13 
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Preparation of 1 ( 4 (3 p fluorophcnyl)prop 1 ylpyrrolidin 2 yl) N (1 [3, 4 ,5 trihydroxy 6 
(methylthio)tctrahydropyran 2 yl] 2 - methylprop 1 yljacctamidc 
4-f3-(4-Fluoro-phenvl)-Dropyll-pvrrolidine-2-carboxvlic acid [2-methyl-l-(3,4.5-trihydroxy-6- 
methylsulfanvl-tetrahydro-pyran-2-ylVpropyll-amid^ 



On page 99, please amend the title for Example 14 as follows: 

Example 14 

Preparation of 1 [2 (S) 4 (R) (3,3 difluoroprop 1 yl)pyrrolidin 2 yl] N (1 [3, 1 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2 - methylprop 1 yljaectamid e 
4-(33-Difluoro-propvlVpyrrolidine-2-carboxvlic acid r2-methvM-(3.4,5-trihvdroxv-6- 
methvlsulfanvMetrahvdro-pvran-2-yl)-propvll -amide 



On page 100, please amend the title for Example 15 as follows: 

Example 15 

Preparation of 1 ( 1 (3 p chlorophenyl)prop 1 ylpyrrolidin 2 yl) N (1 [3, 4 ,5 trihydroxy 6 
(methylthio)tetrahydropyran 2 ylj - 2-mothylprop - l yl)aectamide 
4,[3,(4-Chloro-phenyl)-propvl1-pyrrolidine-2-carboxvlic acid [2-methyl-l-(3A5-trihvdroxv-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyll-amide 



On page 101, please amend the title for Example 16 as follows: 

Example 16 

Preparation of 1 [2 (S) 4 (S) (2,2 difluoropcnt 1 yl)pyrrolidin 2 yl] N [1 [3, 1 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2 mcthylprop 1 yljacetamidc 
4-(2,2-Difluoro-pentylVpyrrolidine-2-carboxylic acid r2-methyM-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-vn-propyll-amide 



On page 102, please amend the title for Example 17 as follows: 

Example 17 

Preparation of 1 ( 4 n propylpiperid 6 yl) N (1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2 mcthylprop - l - yl]acctamidc 
4-Propyl-piperidine-2-carboxylic acid r2-methyl-l-(3,4,5-trihydroxy-6-methvlsulfanyl- 

tetrahydro-pyran-2-yl)-propyll-amide 
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On page 103, please amend the title for Example 18 as follows: 

Example 18 

Preparation of 1 [2 (S) 4 (R) n pcntyl N (2 hydroxycth 1 yl)pyrrolidin 2 yl] N [l [3,1,5 
trihydroxy 6 - (mcthyIthio)tctrahydropyran - 2yl] 2 mcthylprop 1 yljaectamidc 
l-(2-Hvdroxy-ethyl)-4-pentvl-pvrroIidine-2-carboxvIic acid [2-methyl-l-(3,4,5-trihydroxy-6 
methvlsulfanyl-tetrahvdro-pyran-2-vl)-propyll"amide 



On page 103, please amend the title for Example 19 as follows: 

Example 19 

Preparation of 1 [2 (S) 4 (R) n pcntyl N (2 (R) methyl 2 hydroxycth 1 yl)pyrrolidin 2 yl] N 

(l - [3, 4 ,5 trihydroxy - 6 (methylthio)tctrahydropyran 2 yl] 2 mcthylprop 1 yljacctamid e 
l-(2-Hydroxy-propyl)-4-pentyl-pyrrolidine-2-carboxylic acid [2-methvl-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl1-amide 



On page 104, please amend the title for Example 20 as follows: 

Example 20 

Preparation of 1 [2 (S) 4 (R) n pcntyl N (2 (S) methyl 2 hydroxycth 1 yl)pyrrolidin 2 yl] N 

(l - [3, 4 ,5 - trihydroxy - 6 (mcthylthio)tctrahydropyran - 2 - yl] - 2 mcthylprop 1 yljacctamide 
l-(2-Hydroxy-propylV4-pentyl-pyrrolidine-2-carboxylic acid r2-methyl-l-(3,4,5-trihydroxy"6- 
methylslfanyl-tetrahydro-pyran"2-yl)-propyl1-amide 



On page 105, please amend the title for Example 21 as follows: 

Example 21 

Preparation of 1 ( 4 n pcntyl N (3 hydroxyprop 1 yl)pyrrolidin 2 yl) N (1 [3, 1 ,5 trihydroxy 

6 - (mcthylthio)tctrahydropyran - 2 - yl] 2 mcthylprop 1 yljacctamide 
l-(3-Hvdroxy'Propyn-4-pentyl-pyrrolidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propvll-amide 



On page 106, please amend the title for Example 22 as follows: 
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Example 22 

Preparation of 1 [2 (S) 4 (R) (3 methylbut 1 yl) N (2 hydroxycth 1 yl)pyrrolidin 2 yl] N (1 
[3, 4 ,5 - trihydroxy 6 (methyIthio)tetrahydropyran - 2 - yl] - 2 - mcthylprop 1 yljacctamid e 
l"(2-Hvdroxv-ethvl)-4-(3-methvl-butvl)-pyrrolidine-2-carboxvlic acid [2-methyl-l-(3,4,5- 
trihydroxy-6-methvlsulfanyi-tetrahvdro-pyran-2-vl)-propyll-amide 



On page 107, please amend the title for Example 23 as follows: 

Example 23 

Preparation of 1 [4 (3,3 difluoroprop 1 yl) JV (2 hydroxycth 1 yl)pyrrolidin 2 yl] N (1 [3,1,5 

trihydroxy 6 - (mcthylthio)tctrahydropyran 2 yl] 2 - mcthylprop 1 yljaectamidc 
4-(3,3-Difluoro-propyl)-l-(2-hydroxy-ethvl)-pyrrolidine-2-carboxylic acid f2-methyl-l-(3,4,5- 
trihydroxy-6-methvlsulfanyl-tetrahydro-pyran-2-yl)-propyll-amide 

On page 108, please amend the title for Example 24 as follows: 

Example 24 

Preparation of 1 [2 (S) 4 (R) n pentyl N (2 hydroxycth 1 yl)pyrrolidin 2 yl] N (1 [3,1,5 
trihydroxy - 6 - (mcthylthio)tctrahydropyran - 2 - yl] - 2,2 - difluoroprop 1 yljaeetamidc 
l-(2-Hydroxy-ethyl)-4-pentyl"Pyrrolidine-2-carboxylic acid [2,2-difluoro-l-(3,4,5-trihydroxy- 
6-methvlsulfanvl-tetrahvdro-pyran-2-yl)-propvll-amide 

On page 108, please amend the title for Example 25 as follows: 

Example 25 

Preparation of l - ( 4- n pcntylpipcrid 6 yl) N - [ [3, 4 , 5 - trihydroxy 6 
(mcthylthio)tctrahydropyran - 2 yl] 2 mcthylprop 1 yljacctamide 
4-Pentyl-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6-methylsulfanvl- 

tetrahydro-pyran-2-yl)-propyl]-amide 

On page 1 10, please amend the title for Example 26 as follows: 

Example 26 

Preparation of l - ( 4 mcthoxypipcrid 6 yl) [3, 4 , 5-trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2 mcthylprop 1 yljaeetamidc 
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4-Methoxy-piperidine-2-carboxyIic acid [2-methyI-l-(3A5-trihydroxy-6-methylsulfanyl- 

tetrahvdro-pvran-2-vO-propyll-amide 



On page 111, please amend the title for Example 27 as follows: 

Example 27 

Preparation of 1 [ 4 (1 cthylprop 1 yl)pipcrid 6 yl] N (1 [3,1,5 trihydroxy 6 
(methylthio)tetrahydropyran 2 yl] - 2mcthyIprop 1 yl)acctamide 

4-( 1 -Ethyl-propyl)-piperidine-2-carboxylic acid [2-methyl- 1 -(3 ? 4 ? 5-trihydroxy-6-methy lsulfanyl- 

tetrahydro-pyran-2-yl)-propyl]-amide 



On page 1 13, please amend the title for Example 28 as follows: 

Example 28 

Preparation of l - ( 4- iso - propylpiperid - 6 - yl) - N - ( l[3, 4 ,5 - trihydroxy 6 
(methylthio)tctrahydropyran 2 yl] 2 - mcthylprop 1 yljaectamide 
4-Isopropyl-piperidine-2-carboxylic acid f2-methyl-l-(3,4,5-trihydroxy-6-methylsulfanyl 

tetrahydro-pyran-2-vD-propyll-amide 



On page 1 14, please amend the title for Example 29 as follows: 

Example 29 

Preparation of 1 ( 4 n butylpipcrid 6 yl) N ( 1 [3, 4 ,5 - trihydroxy 6 - 
(mcthylthio)tctrahydropyran - 2 - yi] - 2 - methylprop 1 yljaectamide 
4-Butyl-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihvdroxy-6-methylsulfanyI- 

tetrahydro-pyran-2-yl)-propyl]-amide 



On page 116, please amend the title for Example 30 as follows: 

Example 30 

Preparation of l - ( 4 eyelohexylpiperid - 6 - yl) - iV ( 1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tetrahydropyran - 2 - yl] - 2 - mcthylprop 1 yljaectamid e 
4-CycIohexyl-piperidine-2-carboxylic acid [2-methyM-(3,4,5-trihydroxv-6-methvlsulfanyl- 

tetrahydro-pyran-2-yl)-propyll-amide 
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On page 118, please amend the title for Example 31 as follows: 

Example 31 

Preparation of l-( 4- ethyl N hydroxyethyl pipcrid - 6 - yl) - N - { 1 - [3, 4 ,5 trihydroxy 6 - 
(mcthylthio)tctrahydropyran 2 yI] - 2 - mcthylprop - l - yl)aectamide 
4-EthvM»(2-hvdroxv-ethvl)-piperidine-2-carboxvlic acid [2Hmethyl-l-(3A5-trihydroxy-6 
methvlsulfanvl-tetrahvdro-pyran-2-vlVpropvll-amide 



On page 118, please amend the title for Example 32 as follows: 

Example 32 

Preparation of 1 ( 4 n pcntyl N hydroxyethyl piperid 6 yl) N ( 1 [3, 4 ,5 trihydroxy 6 
(methylthio)tctrahydropyran 2 yl] 2 mcthylprop - 1 yljacetamidc 
l-(2-Hvdroxy-ethvlV4-pentvl-piperidine-2-carboxvlic acid [2-methyl-l-(3,4,5-trihydroxy-6 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyll-amide 



On page 119, please amend the title for Example 33 as follows: 

Example 33 

Preparation of 1 ( 4- /i - propyl N hydroxyethyl piperid 6 yl) TV ( 1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran - 2 - yl] - 2 - mcthylprop 1 yljacetamidc 
l-(2-Hydroxy-ethyn-4-propyl-piperidine-2-carboxylic acid f2-methyl-l-(3,4,5-trihvdroxy-6 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl1-amide 



On page 119, please amend the title for Example 34 as follows: 

Example 34 

Preparation of l - [ 4- n propyl TV (F - moc) pipcrid - 6 - yl] N ( 1 [3, 4 ,5 trihydroxy 6 
(methylthio)tctrahydropyran 2 yl] - 2 - mcthylprop 1 ■ yl) acctamide 
2-[2-Methyl-l-(3,4,5-trihvdroxv-6-methyI^^^ 

4-propyl-piperidine-l-carboxylic acid 9//-fluoren-9-ylmethyl ester 



On page 120, please amend the title for Example 35 as follows: 

Example 35 
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Preparation of l - [ 4- n propyl N (carboxylic acid ethyl c s tcr) - pipcrid 6 yl] N ( 1 [3, 4 ,5 - 
trihydroxy 6 - (methylthio)tctrahydropyran - 2 - yl] - 2 - mcthylprop - l - yl)acctamidc 
2-[2-Methyl-l-(3,4,5-trihydroxy-6-methylsu^^^^ 

4-propyl-piperidine-l-carboxylic acid ethyl ester 



On page 121, please amend the title for Example 36 as follows: 

Example 36 

Preparation of 1 [ 4 n propyl TV (carboxylic acid phenyl cstcr) - pipcrid 6 yl] N [1 [3, 4 ,5 - 
trihydroxy - 6 (mcthylthio)tctrahydropyran - 2 - yl] - 2 mcthylprop - 1 yljacctamide 
2-[2-Methyl-l-(3,4,5-trihydroxy-6-methylsu^ 

4-propyl-piperidine-l-carboxylic acid phenyl ester 



On page 121, please amend the title for Example 37 as follows: 

Example 37 

Preparation of 1 [ 4 ( 4 , 4 difluoropent 1 yl) pyrrolidin 2 yl] N (1 [3,4,5 trihydroxy 6 

(mcthylthio)tctrahydropyran 2 yl] 2 - mcthylprop 1 yljacctamide 
4-(4,4-Difluoro-pentyl)-pyrrolidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihvdroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyll-amide 



On page 124, please amend the title for Example 38 as follows: 

Example 38 

Preparation of 1 [ 4 (3,3 difluorobut 1 yl)pyrrolidin 2 yl] N (1 [3,1,5 trihydroxy 6 

(mcthylthio)tctrahydropyran - 2 - yl] - 2 - mcthylprop 1 yljacctamide 
4-(3,3-Difluoro-butyn-pyrrolidine-2"Carboxylic acid [2-methyl-l-(3.4,5-trihvdroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyl]-amide 



On page 126, please amend the title for Example 39 as follows: 

Example 39 



pa-9 17886 



Application No.: 10/777,455 



54 



Docket No.: 342312004920 



Preparation of 1 [4 (3,3 difluoropent 1 yl)pyrrolidin 2 yl] N (1 [3,1,5 trihydroxy 6 

(mcthylthio)tctrahydropyran - 2 yl] - 2 mcthylprop 1 yljaectamid e 
4-(3,3-Difluoro-pentvn-pyrrolidine-2-carboxvlic acid f2>methyl-l-(3,4,5-trihydroxv-6- 
methvlsulfanyMetrahvdro-pyran-2-vn-propvn-amide 



On page 128, please amend the title for Example 40 as follows: 

Example 40 

Preparation of 1 [ 4 (3,3 difluoropent 1 yl) N (2 hydroxycth 1 yl)pyrrolidin 2 yl] N (1 [3, 4 ,5 

trihydroxy - 6 - (mcthylthio)tctrahydropyran 2 yl] 2 - mcthylprop 1 - yl) acctamide 
4-(3,3"Difluoro-pentvl)-l-(2-hydroxv-ethvl)-pyrrolidine-2-carboxvlic acid [2-methvl-l-(3,4,5- 
trihvdroxv-6-methvlsulfanyl-tetrahydro-pyran-2-vl)-propvll-amide 



On page 128, please amend the title for Example 41 as follows: 

Example 41 

Preparation of l - ( 4- (3,3 - difluoroprop 1 yl)pipcrid 6-yl) iV ( 1 [3, 4 ,5 - trihydroxy 6 - 
(mcthylthio)tctrahydropyran - 2 - yl] - 2 - methylprop 1 yl) acctamid e 
4-(3,3-Difluoro-propyl)-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6 
methylsulfanyl-tetrahydro-pyran-2-ylVpropyll-amide 



On page 131, please amend the title for Example 42 as follows: 

Example 42 

Preparation of 1 ( 4 ( 4 , 4 difluorobut 1 yl)pipcrid 6 yl) iV { 1 [3, 4 ,5 trihydroxy 6 
(methylthio)tctrahydropyran - 2 - yl] - 2 mcthylprop 1 - yl] acctamide 
4-(4,44)ifluoro-butyl)-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yD-propyll-amide 



On page 133, please amend the title for Example 43 as follows: 

Example 43 

Preparation of 1 - ( 4 (5,5 difluoropcnt - l - yl)pipcrid - 6 - yl) N { 1 [3, 4 ,5 trihydroxy 6 
(methylthio)tetrahydropyran 2 yl] 2 mcthylprop 1 yl) acctamide 
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4-(5,5-Difluoro-pentvl)-piperidine-2-carboxylic acid [2-methyM-(3,4,5-trihydroxv-6" 



methvlsulfanvl"tetrahvdro-pyran-2-vl)-propyll-amide 



On page 136, please amend the title for Example 44 as follows: 

Example 44 

Preparation of l - ( 4- (5 fluoropcnt 1 yl)pipcrid - 6 - yl) - N - ( 1 - [3, 4 ,5 trihydroxy 6 
(mcthylthio)tetrahydropyran - 2 - yl] - 2 mcthylprop l - yljaectamide 
4-(5-Fluoro-pentvl)-piperidine-2-carboxylic acid [2-methvM-f3,4,5-trihydroxy-6- 
methylsuIfanyl-tetrahydro-pyran-2-yl)-propyl1-amide 



On page 138, please amend the title for Example 45 as follows: 

Example 45 

Preparation of l - ( 4- ( 4- fluorobut - l - yl)pipcrid 6 yl) TV [1 [3, 4 ,5 - trihydroxy - 6 - 
(mcthylthio)tetrahydropyran 2 yl] 2 mcthylprop l - yljaccta mid e 
4-(4-Fluoro-butvl)-piperidine-2-carboxylic acid [2-methyl-l-(3A5-trihvdroxy-6 
methylsulfanyl-tetrahydro-pyran-2-ylVpropyll-amide 



On page 139, please amend the title for Example 46 as follows: 

Example 46 

Preparation of 1( 4 (3 - cthyl 3 - hydroxypcnt 1 yl)piperid 6 yl) N - [ l - [3, 4 ,5 trihydroxy - 6 - 
(methylthio)tctrahydropyran - 2 - yl] - 2 - methylprop 1 yljacetamide 
4-(3-Ethvl-34ivdroxv-pentyl)-piperidine-2-carboxvlic acid 12-methyM-(3,4,5-trihvdroxy-6- 
methylsulfanvl-tetrahydro-pyran-2"yl)-propyll-amide 



On page 140, please amend the title for Example 47 as follows: 

Example 47 

Preparation of 1 ( 4 butoxypiperid 6 yl) N { 1 [3, 4 ,5 - trihydroxy 6 
(methylthio)tctrahydropyran 2 yl] 2 mcthylprop 1 yljacetamide 
4-Butoxv-piperidine-2-carboxvlic acid [2-methyM-(3,4,5-trihvdroxv-6-methvlsulfanyl- 

tetrahvdro-pvran-2-vl)-propvl1 -amide 
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On page 142, please amend the title for Example 48 as follows: 

Example 48 

Preparation of l-( 4- pcntoxypipcrid 6 yl) TV ( 1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2 mcthylprop - l - yl)acctamide 
4-Pentvloxy-piperidine-2-carboxylic acid [2-methvl-l-(3,4,5-trihvdroxv-6-methvlsulfanvl- 

tetrahydro-pyran-2-ylVpropyll-amide 



On page 143, please amend the title for Example 49 as follows: 

Example 49 

Preparation of 1 ( 4 ( 4- fluorobutoxy)piperid 6 - yl) - iV - ( 1[3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2 mcthylprop 1 yl)acetamidc 
4-(4-Fluoro-butoxy)-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihvdroxv-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyll-amide 



On page 143, please amend the title for Example 50 as follows: 

Example 50 

Preparation of l - [ 4 -« - butylprop 1 yl)pyrrolidin - 2 - yl] - iV - (l - [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] - 2 - mcthyl - allyl)aectamidc 
4-Butyl-pyrrolidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihydroxy"6-methylsulfanyl- 

tetrahydro-pyran-2-yl)-allyll-amide 



On page 145, please amend the title for Example 51 as follows: 

Example 51 

Preparation of 1(4 ethyl iV ethyl piperid - 6 yl) N { 1 - [3, 4 ,5 trihydroxy 6 
(methylthio)tctrahydropyran 2 yl] 2 mcthylprop 1 yl) acctamidc 
l,4-Diethyl-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihvdroxy-6-methylsulfanvl- 

tetrahydro-pyran-2-yl)-propyl]-amide 



On page 145, please amend the title for Example 52 as follows: 

Example 52 
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Preparation of 1 ( 4 (3 fluoropropoxy)pipcrid - 6yl) - jV( 1 - [3, 4 ,5 trihydroxy - 6 
(mcthylthio)tctrahydropyran 2 yl] 2 methylprop - l - yl]acctamide 
4-(3-Fluoro-propoxy)-piperidine-2-carboxylic acid f2-methyl-l-(3,4,5-trihydroxy-6- 
methyIsulfanyl-tetrahydro-pyran-2-yl)-propyIl-amide 



On page 146, please amend the title for Example 53 as follows: 

Example 53 

Preparation of 1 (4 (3,3,3 trifluoropropoxy)pipcrid 6 yl) N { 1 [3,4,5 trihydroxy 6 
(mcthylthio)tctrahydropyran 2 yl] 2 mcthylprop - l - yl)acctamidc 
4-(333-Trifluoro-propoxy)-piperidine-2-carboxylic acid [2-methyl-l-(3,4,5-trihvdroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propyll-amide 



On page 147, please amend the title for Example 54 as follows: 

Example 54 

Preparation of l - ( 4 frfl - butylpipcrid 6 yl) ( 1 [3, 4 ,5 trihydroxy 6 
(mcthylthio)tctrahydropyran - 2 - yl] 2 mcthylprop - 1 - yl] acctamidc 
4-Isobutyl-piperidine-2-carboxylic acid [2-methyl-l-(3A5-trihydroxy-6-methylsulfanyl- 

tetrahydro-pvran-2-yl)-propyl1-amide 



On page 149, please amend the title for Example 55 as follows: 

Example 55 

Preparation of l - ( 4- f* - propylpipcrid 6 yl) jV - (l [3, 4 ,5 trihydroxy 6 
(mcthylthio)tetrahydropy ran - 2 - yl] ■ 2,2 difluoro - prop 1 yl] aeetamidc 
4-Propyl-piperidine-2-carboxylic acid [2,2-difluoro-l-f3,4,5-trihydroxv-6-methylsulfanyl- 

tetrahydro-pyran-2-yl)-propvll-amide 



On page 150, please amend the title for Example 56 as follows: 

Example 56 

Preparation of 1 [ 4- w propyl 4 - fluoro pyrrolidin 2 yl] N (1 [3, 4 ,5 - trihydroxy 6 

(mcthylthio)tctrahydropyran 2 yl] 2 mothylprop - l - yl] aeetamidc 
4-Fluoro-4-propyl-pyrrolidine-2-carboxylic acid [2-methyl-l-(3,4«5-trihvdroxy-6- 
methylsulfanyl-tetrahydro-pyran-2-yl)-propvl]-amide 
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On page 152, please amend the title for Example 57 as follows: 

Example 57 

Preparation of 1 [ 4 n butyl -4 fluoro pyrrolidin 2 y 1] - TV - (1 - [3, 4 ,5 trihydroxy 6- 

(mcthylthio)tetrahydropyran - 2 - yl] - 2 - mcthylprop 1 yljacctamidc 
4-Butvl-4-fluoro-pyrrolidine-2-carboxvIic acid f2-methvl-l-(3,4,5-trihydroxy-6- 
methvIsulfanvl-tetrahvdro-pvran-2-yn-propvll-aiiiide 
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